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ACCUTANE—IS THIS ACNE DRUG TREATMENT
LINKED TO DEPRESSION AND SUICIDE?

TUESDAY, DECEMBER 5, 2000

HOUSE OF REPRESENTATIVES,
COMMITTEE ON GOVERNMENT REFORM,
Washington, DC.

The committee met, pursuant to notice, at 1 p.m., in room 2154,
Rayburn House Office Building, Hon. Dan Burton (chairman of the
committee) presiding.

Present: Representatives Burton, Morella, Horn, Mica, Waxman,
Norton, and Kucinich.

Staff present: Kevin Binger, staff director; Daniel R. Moll, deputy
staff director; James C. Wilson, chief counsel; David A. Kass, dep-
uty counsel and parliamentarian; Sean Spicer, director of commu-
nications; S. Elizabeth Clay and Nicole Petrosino, professional staff
members; Robert A. Briggs, chief clerk; Michael Canty and Toni
Lightle, legislative assistants; Josie Duckett, deputy communica-
tions director; Leneal Scott, computer systems manager; John Sare,
deputy chief clerk, Corinne Zaccagnini, systems administrator; Phil
Schiliro, minority staff director; Kristin Amerling, minority deputy
chief counsel; Kate Anderson and Sarah Despres, minority coun-
sels; Ellen Rayner, minority chief clerk; and Jean Gosa and Earley
Green, minority assistant clerks.

Mr. BURTON. Good afternoon. A quorum being present, the Com-
mittee on Government Reform will come to order.

I ask unanimous consent that all Members’ and witnesses’ writ-
ten opening statements be included in the record. Without objec-
tion, so ordered.

I ask unanimous consent that all articles, exhibits, and extra-
neous or tabular material referred to be included in the record.
Without objection, so ordered.

We are here today to talk about the acne medication Accutane
and concerns that the drug is linked to depression and suicide.

Accutane was licensed by the Food and Drug Administration in
1982 as an oral prescription drug for the treatment of severe acne.
Current recommendations indicate that the drug should only be
used when a patient has not responded to other treatments includ-
ing antibiotics.

During the course of our investigation, we were told by the der-
matologists that while the drug has many severe side effects, that
there is no other treatment available. However, we also learned
that many individuals have been prescribed this drug for less se-
vere forms of acne. I am attaching for the record an article outlin-
ing natural treatments for acne.
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The most well-known adverse effect attributed to Accutane is
birth defects of the children born to women who take the drug dur-
ing pregnancy. However, we will focus today’s hearing on the men-
tal health issues. Did the Department of Health and Human Serv-
ices fulfill its public safety obligation in making the public aware
of the potential for depression and suicide related to this drug?

A significant number of psychiatric events, mostly severe depres-
sion, have been reported through post-marketing surveillance. The
FDA has received reports of 66 suicides and 1,373 psychiatric ad-
verse events other than suicide related to Accutane.

According to Roche Pharmaceuticals, the manufacturer of
Accutane, the number of domestic and foreign reports of serious ad-
verse events in the post-marketing adverse events data base for
Accutane as of April 30 was 5,665. The largest percentage of these
reports were psychiatric problems. Almost 19 percent of the ad-
verse events reported to Roche were psychiatric.

Also, the most recent Periodic Adverse Drug Event Report for
Accutane includes, for a 12-month period, over 750 new psychiatric
adverse event reports, both foreign and domestic, including 200
that were coded as serious events, 9 reports of suicide attempts,
and 6 reports of suicides.

Four questions arose during the course of this investigation.

When did the issue of depression and suicide first arise regarding
Accutane?

What actions did Roche and the FDA take to determine if there
was a causal link?

When and how was the public notified?

And, fourth, was the public notification adequate?

According to Roche, there is no evidence of increased risk of de-
pression or suicide related to Accutane. Instead, they believe that
the events reflect the multiple risk factors in the population of ado-
lescents and young adults afflicted with the disfiguring disease of
acne.

While the package insert for the Accutane contains language that
warns of depression and suicide, this information is not typically
provided to patients by either the physician or the pharmacist. Ex-
tensive patient education is required regarding pregnancy preven-
tion while on Accutane because of the risk of birth defects. How-
ever, there is no system in place to educate patients and families
about depression and, potentially, suicide.

We learned through our investigation that reports of depression
and suicide are not new. The first report of depression in patients
taking Accutane occurred in September 1982. Two patients in a
clinical trial with 523 patients reported depression. Roche received
five adverse experience reports of depression in 1983. In November
1983, Roche received its first report of attempted suicide. In No-
vember 1984, Roche received its first report of suicide. In May
1986, Roche received reports of five or six positive rechallenges in
patients who experienced depression during Accutane therapy. In
these patients, the depression went away when they stopped taking
Accutane and began again after starting Accutane therapy over
again. Positive rechallenge is a significant indicator of a causal link
between a drug and the adverse event.
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As early as November 1984, Roche began including information
on the package insert about reports of depression. Even though
French authorities required a label change to include “suicide at-
tempt” in March 1997, the FDA did not require Roche to make a
label change until February 1998. FDA also required that Roche
notify physicians who were likely to prescribe Accutane.

In February 1998, the FDA issued a “Talk Paper” advising con-
sumers of and health care providers of new safety information re-
garding Accutane; and the paper stated as follows.

Although the Accutane label already included information regarding depression as
a possible adverse reaction, the agency felt health care providers and others needed
additional information as a result of adverse events the agency has received. FDA
and the drug manufacturer are strengthening this label warning, even though it is
difficult to identify the exact cause of these problems. Patients who reported depres-

sion also reported that the depression subsided when they stopped taking the drug
and came back when they resumed taking it.

What is disturbing to me is that the FDA published an article
in their own consumer magazine entitled, “On the Teen Scene:
Acne Agony” in July 1999. Thirty percent of the article focuses on
Accutane. It goes into great detail about the pregnancy prevention
because of birth defects, but it fails to make any mention of depres-
sion and suicide. This article appeared 16 months after FDA’s advi-
sory. Why did the FDA not use its own consumer magazine to no-
tify the public of this concern?

Today we will hear from three families.

Amanda Callais was prescribed Accutane as a 14-year-old in Sep-
tember 1997. By November, she was seriously depressed and at-
tempted suicide. The psychiatrist treating her for depression was
not aware of the connection between Accutane and depression and
did not suspend her use of the drug after her suicide attempt. She
remained seriously depressed. In February 1998, Amanda’s mother,
Lori, learned of the FDA’s warning and stopped Amanda’s treat-
ment. Amanda quickly made a full recovery. Mother and daughter
are here today to share their experience.

Stacy and Mike Baumann of Mundelein, IL, lost their son Daniel
to suicide in December 1999. Daniel began Accutane treatment in
July 1999. He suffered many adverse effects: chapped lips, dry skin
and itching, joint and muscle pain, headaches, nausea, loss of appe-
tite, mood swings and insomnia. The physician thought this depres-
sion was school-related and never mentioned the FDA warning.

Mr. Charles Jackson of Lubbock, TX, lost his 17-year-old son
Clay in January 2000. Clay had been on Accutane for about 3
months. The family was provided no information by the physician
regarding the FDA warning.

Of course, we have one of our colleagues in the Congress who lost
his son. Bart Stupak’s son was lost to suicide not too long ago, and
he believes it was Accutane-related as well.

Accutane is only supposed to be prescribed for severe recalcitrant
nodular acne after every other treatment option has failed. Dr.
David Pariser of Norfolk, VA, will be testifying on behalf of the
American Academy of Dermatology and providing an overview of
the types of acne and when Accutane is recommended.

Dr. Douglas Jacobs, on faculty at Harvard and a Roche consult-
ant, will present his evaluation of the adverse drug events regard-
ing psychosis, depression and suicide and Accutane.
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Dr. James O’Donnell, assistant professor of pharmacology at
Rush Medical School, will present information regarding the con-
nection between Accutane and other vitamin A derivatives and de-
pression and suicide.

Dr. Junco Bull will testify on behalf of the FDA.

I realize that this issue will be difficult for some of you to dis-
cuss. To those families who have lost loved ones because of this or
because we believe that is what caused it, our heart goes out to
each and every one of you. I know it is going to be a difficult time
for you today, and we really appreciate you being here. I do hope
that this hearing can help resolve some of the unanswered ques-
tions so that these tragedies will be avoided in the future.

The hearing record will remain open until December 18.

I am happy to recognize my colleague from California, Mr. Wax-
man.

Mr. WAXMAN. Thank you, Mr. Chairman.

Mr. Chairman, today’s hearing addresses an issue of great impor-
tance, and I want to begin by commending the work of Congress-
man Bart Stupak in this area. His tireless efforts to raise public
awareness about the risks of Accutane have, I am sure, already
helped many families. His efforts have also been instrumental in
encouraging Hoffman-La Roche and the FDA to do more to learn
about the risks of Accutane and to inform patients and families
about those risks.

Accutane is a powerful and effective drug for the treatment of se-
vere recalcitrant acne. For many acne sufferers, it is the only drug
that can cure them of an otherwise scarring disease. Because of
this drug’s benefits, it is imperative that we understand all of its
risks and fully inform patients and their families.

We already know a great deal about Accutane’s risks of severe
birth defects. That knowledge has provided the basis for patient
education targeting women of child-bearing age. But the same is
not true of the risk of psychiatric disorders, and that must be
changed.

I am troubled by how little we know about the link between
Accutane and psychiatric disorders. No study has proven conclu-
sively that Accutane causes psychiatric disorders, but a great deal
of evidence suggests that there may be a link. A recent FDA analy-
sis of voluntary reports, so-called adverse event reports, found that
147 cases of suicide and hospitalized depression have been associ-
ated with Accutane since it was first introduced in 1982. Even
more disturbing, evidence shows that many patients feel depressed
while taking Accutane, stop feeling depressed after treatment
ceases, and then feel depressed again when treatment is resumed.

Officials at FDA state that such cases “provide the best evidence
to support a relationship between Accutane and psychiatric dis-
orders.” But this is not conclusive proof, and it is unacceptable that
such an important question has gone unanswered for so long.

I am also troubled by the lack of information provided to patients
and their families. As we will hear today, and as was the case for
Congressman Stupak, many families are completely unaware that
depression and suicide have been associated with Accutane. While
the risk of depression has been a part of the label since 1985, the
risk of suicide was not added to the label until 1998, and patients
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and their families simply did not have reliable and valuable access
to this information until Hoffman-La Roche changed the Accutane
box in only May of this year. But this new warning is still not
reaching all users, because many old boxes without the warning re-
main in circulation. With a risk as detrimental and tragic as sui-
cide, it is unacceptable that patients, including many minors, and
their families are not informed about it. A box warning is insuffi-
cient. Until a pamphlet specifically geared for patients is issued
under the MedGuide program, they will not be fully informed.

I am heartened by some positive developments. Hoffman-La
Roche has agreed to work with FDA on a patient informed consent
form and the immediate guide pamphlet to warn of the risks of
psychiatric disorders. Both will clearly discuss the risk of depres-
sion and suicide and will do a great deal to inform patients and
their families of these grave risks. I call on FDA and Roche to im-
plement the immediate guide and patient consent forms quickly.

Most important of all, Roche has finally agreed to fund research
into the link between Accutane and psychiatric disorders. Roche
will be working with both NIH and FDA on the design of this re-
search. I want to emphasize that this research must be independ-
ent, comprehensive, and extensive enough to answer the very seri-
ous questions about the psychiatric risks of this drug. This re-
search is crucial and long overdue. I look forward to hearing from
our witnesses and exploring how to improve the information and
improve our understanding about Accutane.

Mr. Chairman, should there be further hearings on this subject,
I would like to work with you. I think we ought to hear from the
Hoffman-La Roche company representatives themselves, because
there are questions that I think they ought to answer. But I am
pleased that you have called this hearing. I think you have wit-
nesses that can help us understand the problem and give us a good
guide as to what public policy recommendations we need to make
as representatives of the people. Thank you very much.

Mr. BURTON. Thank you, Mr. Waxman.

Mrs. Morella.

Mrs. MORELLA. Thank you, Mr. Chairman.

Just briefly, I want to thank you for holding this hearing on this
issue. There is nothing that we can do in this committee that is
more important than ensuring that the medication given to individ-
uals, particularly children, is safe and effective. I can’t imagine any
pain that is more grievous than finding that the medication pre-
scribed for your child or family member actually caused them sig-
nificant pain or, in some instances, even led to their death.

Today’s hearing will hopefully enlighten all of us on the efficacy
of Accutane, whether its side effects lead to depression and suicide.
I know the witnesses that come before us will elucidate both the
positive and the negative outcomes of Accutane. I do want to thank
the first panel for their courage in coming before us.

This drug, Accutane, which has helped thousands of individuals
who have serious acne problems, may also have dangerous psycho-
logical side effects. It is essential that we look at all facets of the
issue before any decision is rendered. Preventing others from bene-
fiting from Accutane without ample evidence to the contrary could
be considered pernicious, just as continuing to prescribe the drug
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if we know it is dangerous. In the end, our objective today must
be to ensure that all available information is passed on to families
and patients about all possible side effects.

I look forward to hearing the testimony today and discerning an
appropriate role for our committee.

I yield back the balance of my time.

Mr. BURTON. Thank you, Mrs. Morella.

Mr. Horn.

Mr. HORN. Thank you, Mr. Chairman.

This is a very important hearing. When you look at what seems
to be an absolute flood of suicides in many of the high schools of
America, I would hope someone in these two panels would tell us
if there is any medical data as to whether Accutane has resulted
in a type of suicide that hasn’t been with other types of suicide.
That 1s the question I would like to know: What else besides
Accutane?

Mr. BURTON. Thank you, Mr. Horn.

I will now turn to our witnesses. Would you all rise, please.

[Witnesses sworn.]

Mr. BURTON. I think we will start right down here at the left,
Mrs. Callais, and we will then have you and your daughter both
make your statements. If you could try to confine your statements
to 5 minutes, that will be fine. If you go a little bit over, we will
be lenient, but we would like for you to stick to that as closely as
possible.

STATEMENTS OF LORI AND AMANDA CALLAIS, DENHAM
SPRINGS, LA; STACY AND MIKE BAUMANN, MUNDELEIN, IL;
AND CHARLES H. JACKSON, JR., LUBBOCK, TX

Mrs. Lori CALLAIS. In August 1997, my 14-year-old daughter,
Amanda, was a normal teenager. She liked school and made
straight A’s. She liked talking on the phone for hours at a time.
She had a new boyfriend, and she liked life. But that quickly
changed.

On September 23, 1997, Amanda started taking the acne medica-
tion Accutane. She was excited about taking Accutane because the
dermatologist said that the acne Amanda had been undergoing
treatment for since the 6th grade would be cleared up.

During the visit to the dermatologist, Amanda and her father,
who accompanied her, were given an explanation about the phys-
ical side effects, a warning about pregnancy and a pamphlet to
read at home. So together Amanda and I carefully read that pam-
phlet and the release form her father had signed.

I remember the warning about pregnancy and the many physical
side effects, but I do not remember seeing the word “depression” in
that pamphlet. It definitely was not on the release form, and I
know the word “suicide” was never mentioned anywhere. However,
by November, Amanda had fallen into such a depression that she
wanted to die. On November 15, my daughter took 40 pills in an
attempt to kill herself; and she came within hours of succeeding.

After her suicide attempt, we continued to follow the doctors’ or-
ders, only now psychiatrists and therapists were involved. On the
advice of those doctors, we admitted her to an adolescent facility;
and she started taking anti-depressant medication along with the
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Accutane. By the way, the Accutane was continued with a psychia-
trist’s approval.

As Amanda’s depression worsened, despite the therapy and medi-
cation, the only thing we could visibly see working was the
Accutane. Her lips dried out, cracked and bled; her joints ached;
and she was always thirsty. But the dermatologist told us that that
was just the effect of Accutane, nothing to be worried about, just
don’t get pregnant.

Finally, after 3 months of treatment, in February 1998, even the
psychiatrist could not understand why Amanda was getting worse.
By now, she had lost 15 pounds, she slept through her classes, she
never talked on the phone, she would not take a bath, she cut her
hands with razor blades, and she generally hated the world, and
my daughter hated herself. My husband and I watched our daugh-
ter die before our eyes, and now even the expert was telling us they
could not help Amanda, and she did not understand why she was
so depressed. I cannot begin to describe the hopelessness and the
terror we felt as parents. We did not know how to help our own
child, and we were trying.

Then, on February 26, 1998, I found out from a friend about the
FDA’s warning about the possible depressive effects of Accutane.
She happened to see it on television. You know, I never did see
that information. I had to get a copy of the warning from the Inter-
net. As a matter of fact, I gave that information to both the psy-
chiatrist and the dermatologist, because you see, they knew noth-
ing about the new warning.

I threw the pills away, and within days I watched my daughter
make a miraculous recovery. Within 1 month, her psychiatrist, who
knew and had approved of Amanda taking Accutane all of those
months before, could not believe the change in my daughter. Thank
God, we have gotten our normal, at times aggravating, but defi-
nitely normal, teenaged daughter back; and, yes, she still talks for
hours on the phone.

Amanda stopped taking the drug, but we have not stopped tell-
ing people about the effects of this drug, and I have not stopped
hearing about the devastating effect it has on teenagers. We have
done news articles in our local paper, we have appeared on news
shows, we have done whatever it takes to get the word out. But
should I have to do this? Is it my job to tell the world that this
drug is dangerous and needs to be studied and controlled?

I know that Roche Pharmaceuticals would tell you that Accutane
does not affect teens, that teenagers are depressed anyway, espe-
cially teens with acne. After 16 years of teaching teenagers every
day, and I am an English teacher, I can tell you that, while teens’
emotions are very volatile, very few are clinically depressed and
even fewer are suicidal. Shame on Roche for not giving our children
a fair chance and just casually dismissing their lives as a trivial
matter. It is time to find out the truth about this drug. Therefore,
I demand that the FDA take action. The FDA must require Roche
to produce their worldwide data base of adverse psychiatric reac-
tions to this drug. The FDA must hold Roche Pharmaceuticals ac-
countable.

The FDA must also require Roche to explain why the French
changed their warning in March 1998, but the FDA was not aware
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of the change until a year later. Claiming ignorance about the
warning in France is not an excuse or an explanation, it is a cover-
up, because, you see, Roche’s parent company is in Europe.

Finally, I demand, ask, plead and beg as a mother that the FDA
require an independent study to be conducted on Accutane to look
into and determine if and how Accutane and the United States and
Roaccutane in the rest of the world causes depression. We need to
see an unbiased study done to investigate this matter.

I know that recently Roche issued a strong warning label, but at
this point warning labels are not enough. Our children are dying
because a drug company makes lots of money from this drug. This
is the same company cited for once advertising that Accutane
helped depression, this just 1 month after the FDA required the
warning about suicide. Is the almighty dollar and corporate bottom
line worth more than our children?

We would never allow our children to play Russian Roulette with
a gun, but we allow that to happen every time a prescription for
Accutane is given. If you do not act and act promptly, you have just
pulled the trigger. I just hope it is not your child, and I hope and
pray that the chamber of that gun isn’t loaded. Thank you.

Mr. BURTON. Thank you, Mrs. Callais.

[The prepared statement of Mrs. Lori Callais follows:]
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Testimony of
Lori C. Callais
Before the
Committee On Government Reform
2154 Rayburn, Washington, DC 20515
December 5, 2000

In August 1997, my 14 year old daughter, Amanda, was a normal teenager. She
liked school and made straight A’s; she liked talking on the phone for hours at a time; she
had a new boyfriend; she liked life, but that quickly changed.

On September 23,1997, Amanda started taking the acne medication Accutane. She was
excited about raking Accutane because the dermatologist said that the acne Amanda had

been undergoing treatment for since the 6 grade would be cleared up. During the visit
to the dermatologist, Amanda and her father had been given an explanation about the
physical side effects and a waming about pregnancy and given a pamphlet to read at
home. So, together Amanda and I carefully read the pamphlet and the release form. 1
remember the warning about pregnancy and the many physical side effects, but I do not
remember seeing the word depression in that pamphlet; it definitely wasn’t on the release
form, and I know the word suicide was never mentioned anywhere. However, by
November 1997, Amanda had fallen into a depression so deep that she wanted 10 die. On
November 15, 1997, she took 40 pills in an attempt to kill herself.

After her suicide attempt, we continued to follow Doctors’ orders, only now
psychiatrists and therapists were involved. On the advice of those doctors, we admitted
her to an adolescent facility and she started taking antidepressant medication along with
the Accutane, the Accutane was continued with the psychiatrist’s approval. We did not
tell the dermatologist about the depression, however, because we did not know that this
could be related to the Accutane. The psychiatrist and the emergency room doctor, who
had treated Amanda after the suicide attempt, assured us that this was an acne drug and
therefore not related to the depression and suicide attempt. I know this because we asked
them if it could have caused her depression. We were told that it could not.

As Amanda’s depression worsened, despite therapy and medication, the only
thing we could visibly see working was the Accutane. Her lips dried out, cracked, and
bled; her joints ached, and she was always thirsty. But these were just the effects of the
Accutane, the dermatologist said, nothing to be worried about, just don’t get pregnant.
Throughout the entire time Amanda was on Accutane, the dermatologist warned about
pregnancy. The dermatologist never asked about depressien or mood swings or changes.
Most visits with the dermatologist lasted no more than 10 minutes.

Finally, after three months of treatment, in February 1998, even the psychiatrist
could not understand why Amanda was getting worse. By now Amanda had lost 15
pounds, slept through her classes, never talked on the phone, would not take a bath, cut
her hands with razor blades and generally hated the world and herself. My husband and T
were watching our daughter die before our eyes and now even the expert was saying she
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couldn’t help Amanda and didn’t understand what was happening. I cannot begin to
describe the hopelessness and terror we felt as parents.

Then on February 26, 1998, 1 found out from a friend about the FDA’s warning
about the possible depressive effects of Accutane. She happened to see it on television. I
never did see that information. I had to get a copy of the warning from the Internet. Asa
matter of fact, [ had to give the information to both my daughter’s psychiatrist and her
dermatologist because they knew nothing about the new warning. The dermatologist
explained that had she known about Amanda’s depression, she would not have related it
to the Accutane.

1 threw the pills away and within days watched my daughter make a miraculous
recovery. Within one month her psychiatrist, who knew and had approved of Amanda
taking Accutane all of those months before, could not believe the change in Amanda.
Thank God, we have gotten our teenage daughter back.

Amanda stopped taking the drug, but we have not stopped telling people about the
effects of this drug or stopped hearing about the devastating effects it has on teenagers.
We have done news articles in our local paper, appeared on news shows, whatever it
takes to get the word out. But should I have to do this? Is it my job to tell the world that
this drug is dangerous and needs to be studied and controlled?

I know that Roche Pharmaceuticals will tell you that Accutane does not effect
teens, that teenagers are depressed anyway, especially teens with acne. After 16 years of
teaching teenagers every day, I can tell you that while teens’ emotions are volatile, very
few are clinically depressed and even fewer are suicidal. Shame on Roche for not
giving our children a fair chance and just casually dismissing their lives as a trivial
matter. It is time to find out the truth about this drag; therefore, I demand that the FDA
take action. The FDA must require Roche to produce their world wide data base of
adverse psychiatric reactions to this drug.  The FDA must hold Roche accountable. This
data basc is casily accessible to Roche and is located in Wellyn, England. The FDA must
require Roche to provide that data base containing all psychiatric adverse reactions and
examine it carefully.

The FDA must also require Roche to exlpain why the French changed the
warning in March of 1997, but the FDA was not aware of the change until a year and six
months later? Claiming ignorance about the warning in France is not an excuse or an
explanation, it is a cover-up because Roche’s par
ent company is in Europe. Finally, I demand, ask, plead, and beg, as a mother, that the
FDA require an independent study be conducted on Accutane to look into and determine
if and how Accutane in the United States and Roaccutane in the rest of the world causes
depression. We need to see an unbiased study done to investigate this matter,

I know that recently Roche Pharmaceuticals issued a stronger warning label, but
at this point warning labels are not enough. Our children are dying because a drug
company makes lots of money from this drug. This is the same company cited for once
advertising that accutane helped depression, this just one month after the FDA required
the waming about suicide. Is the all mighty dollar and corporate bottom line worth more
than our children? We would never allow our children to play Russian Roulette with a
gun, but we allow that to happen every time a prescription is given for Accutane. If you
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do not act and act promptly, you've just pulled the trigger. 1 just hope it is not your child
and I hope and pray that the chamber of that gun isn’t loaded.
Lori C. Callais

Timeline for Amanda Callais
September 17, 1997 Dermatologist prescribes Accutane;
blood tests and pregnancy test performed
September 23, 1997  Amanda starts taking Accutane
November 15, 1997  Amanda atterapts to commit suicide and begins treatment for
depression

February 27, 1998  Amanda stops taking Accutane
April 1998 Amanda released from treatment by psychiatrist
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Mr. BURTON. Amanda, would you like to make a couple of com-
ments?

Ms. AMANDA CALLAIS. At some point in everyone’s life, they are
faced with the decision to grow up. Most of the time, this is not
a conscious decision, it is just a natural part of life. Unfortunately,
I didn’t have that choice. At 14, I was forced to leave my childhood
behind because of the monster under the bed, Accutane.

The summer after my eighth grade year, I talked on the phone
with my friends and boyfriend, I went to the movies, and I planned
for high school in the fall. I also worried a little bit about my face
because, although I had been undergoing treatment for acne for
several years, my face and back were still broken out. But lately
the dermatologist had been talking about Accutane, so I knew that
there was hope.

Before I knew it, school was here; and high school was great. 1
joined some new clubs, I made the volleyball team, and I was elect-
ed freshman class reporter. This year was definitely turning into
one of the best years of my life. And then on September 17 my der-
matologist prescribed Accutane for my face. We talked about the
physical side effects of the drug, and she warned me about preg-
nancy. She then sent me home with a pamphlet to read.

Of course, my appearance became worse before it got better. My
lips chapped and bled, and my skin dried out. But my dermatolo-
gist and I had discussed all of these physical side effects of
Accutane, so I didn’t care, because it just proved that the drug was
working.

My downfall started from the moment that I took the first pill.
After 2 weeks, my happy mood began to slowly dissolve. I found
myself feeling sad, and I often cried for no reason. I began to slack
off on my school work because I was just too tired to care about
my grades. I frequently argued with my parents and friends. In
fact, I often provoked arguments until I was in a screaming fit with
the other person.

In 6 short weeks, everything about the best year of my life had
become nonexistent. I just didn’t care any more; and on November
14, 1997, I took 40 pills and went to sleep, never expecting to wake
up. However, at 3 o’clock that morning, I did wake up, and I was
sick. My parents found me, took me to the hospital where my stom-
ach was pumped.

I was then taken to an adolescent facility where I stayed for a
week under the care of a psychiatrist, and I began taking Prozac.
However, even the Prozac didn’t help. No matter how hard I tried
to feel better and be normal, and believe me I did try very hard,
I just sank deeper into depression. I began to restrict my food and
lost over 15 pounds. My grades dropped, and I went from being a
4.0 student to making C’s and D’s. I wanted to sleep all of the time.
I hated myself more and more each day and began to cut my hands
with razor blades. Ironically, the only good thing in my life was my
clear skin because of the Accutane.

During that time, I watched a monster live in my body and con-
trol my actions. I wanted to feel better and be happy, but I
couldn’t, no matter how hard I tried. No matter how much therapy
I attended, and no matter how much medication I took, I was mis-
erable. I had no control over my life. A monster was in charge.
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Fortunately, that changed at the end of February when my mom
heard about the warnings for Accutane. Do you remember that lit-
tle drug? It was going to help make this year the best year of my
life, right? I had been taking it all along. I had even taken it at
the adolescent center with the psychiatrist’s approval.

After that report, Mom took me off of Accutane; and within 2
weeks I began to feel normal again. I started eating and quit cut-
ting myself. I began to study again and stayed awake in my class-
es. By the end of March, the Accutane was out of my system, and
I was working hard to catch up, but I was in control. No monster
in sight. By April, my psychiatrist released me from her care, say-
ing that I had made a full recovery. All of my doctors agreed that
they had never seen a turnaround like this, and my depression
must surely have been caused by the Accutane.

That year became a defining moment in my life when I was
forced to grow up. I just find it sad that I was never given the
chance to choose, to hold on to my innocence and keep my child-
hood for a little bit longer.

I have had to pay the price and face the consequences for a
choice that I didn’t voluntarily make. I think the people who make
Accutane should have to face the consequences for stolen innocence
and lost lives because of the choices they make to hide the dev-
astating effects of this drug. I know that Accutane causes depres-
sion, no matter what the so-called experts say. I have lived to tell
my story. There were two girls that year: me and me on Accutane.

Today, I am grateful just to be alive. I am a senior in high school
and plan to go to college next year. I was lucky. I survived
Accutane. But I will live with the memories of that year every time
I gaze in a mirror.

You must do something about this drug, because so many people
do not survive. You see, the monster under the bed is supposed to
be imaginary, not a pill you take to clear up your skin.

Mr. BURTON. Thank you very much, Amanda.

[The prepared statement of Ms. Amanda Callais follows:]
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Amanda Callais
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2154 Rayburn, Washington, DC 20515
December 5, 2000

At some point in everyone’s life they are faced with the decision to grow up.
Most of the time it is not a conscious decision, it is just a natural part of life.
Unfortunately, I didn’t have a choice. At 14, I was forced to leave my childhood behind
because of the monster-under-the- bed, Accutane.

The summer after my 8th grade year was rather boring, I talked on the phone with
my friends and boyfriend, went to the movies, and planned for high school in the fall. 1
also worried a bit about my face because although I had been undergoing treatment for
acne for several years, my face and back were still broken out, but lately the
dermatologist had been talking about Accutane, so I knew that there was hope.

Before I knew it, school and high school was great | joined some new clubs; 1
made the volleyball team, and I was elected Freshman Class reporter. This year was
definitely turning into one of the best years of my life. And then on September 17, the
dermatologist prescribed Accutane for my face. We talked about the physical side effects
and she warned me about pregnancy and then she sent me home with a pamphlet to read.

Of course my appearance got worse before it got better. My lips chapped and
bled, and my skin dried out, but my dermatologist and I had discussed all of the physical
side effects of Accutane, so I didn’t care because it just proved that the Accutane was
working.

My downfall started the moment I took the first pill. After two weeks, my happy
mood began to slowly dissolve. I found myself feeling sad and I often cried for no reason.
I began to slack off from my school work because [ was just too tired to care about my
grades. I frequenily argued with my parents and friends. In fact, I often provoked
arguments until I was in a screaming fit. In six short weeks everything about the best year
of my life had become nonexistent. I just didn’t care anymore and on November 14,
1997, 1took 40 pills went to sleep expecting never to wake up. However, at 3:00 that
moming [ woke up and was sick. My parents found me and took me to the hospital and
my stomach was pumped. 1 was then taken to an adolescent facility where I stayed for a
week under the care of a psychiatrist and I began taking Prozac.

However, even the Prozac didn’t help. No matter how hard I tried to feel better
and be normal, and I did try very hard, I just sank deeper into depression. I began to
restrict my food and lost over 151bs. My grades dropped and I went from being a 4.0
student to making C’s and D’s. I wanted to sleep all of the time. 1 hated myself more
and more each day and began to cut my hands with razor blades. Ironically, the only good
thing in my life was my clearer skin because of the Accutane.

During that time, I watched a monster live in my bedy and control my actions. [
wanted to feel better and be happy, but I couldn’t no matter how hard I tried, no matter
how much therapy or medication, I was miserable. Ihad no control over my life, the



15

monster was in charge, Fortunately, that changed at the end of February when my mom

heard about the warnings for Accutane. Do you remember that little drug? It was going
to help make this year the best year of my life, right? 1 had been taking it all along, | had
even taken it at the adolescent center with the psychiatrist’s approval.

Afier that report, Mom took me off Accutane and within two weeks [ began to
feel normal again. I started eating and quit cutting myself. I began studying again and
staying awake in my classes. By the end of March the Accutane was out of my system
and [ was working hard to catch up, but [ was in control, no monster in sight. By April
my psychiatrist released me from her care saying that | had made a full recovery. All of
my doctors agreed that they had never seen a turn around like this and my depression
must have been caused by the Accutane.

That year became a defining moment in my life when I was {orced to grow up. |
just find it saddening that I was never given the chance to choose, to hold onto may
innocence and keep my childhood for a little bit longer. I have had to pay the price and
face the consequences for a choice I didn’t voluntarily make. 1 think the people who
make Accutane should have to face the consequences for stolen innocence and lost lives
because of the choices they make to hide the devastating effects of this drug. 1know that
Accutane causes depression, no matter what the so-called experts say. I have lived to tell
the tale. There were two girls that year, me and me on Accutane.

Today 1 am grateful 1o just be alive. I am a senior in high school and plan to go to college next

year.l was lucky, I survived Accutane, but so many others don't. You must do something about this drug
because the monster-under-the-bed is supposed to be imaginary, not a pill you take to clear up your skin,
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Mr. BURTON. Mr. Baumann.

Mr. BAUMANN. Can I take 7 minutes?

Mr. BURTON. Sure.

Mr. BAUMANN. May I say that, listening to Amanda for the first
time, I can see exactly what happened to my son. It was the same
thing.

I am coming to Washington today not in anger, but with some
hope. I am not angry at the school system that called us in unex-
pectedly and with no previous communication to sit down in a
small room in front of two administrators and three armed police
officers to be told our son, Dan, was to be home-schooled as a result
of the Columbine tragedy simply because he wore black. They were
afraid, and I understand that.

I am not angry at the dermatologist who diagnosed the cause of
Daniel’s acne as being stress-related and even pinpointed the day
of the meeting as its beginning, but then prescribed Accutane as
an initial remedy rather than a last resort with no patient/parent
counseling as to the possible consequences. I am not sure if he was
not aware or just thought that the risk was not worth mentioning
in light of the great results that could be obtained.

I am not angry at the pharmacy that distributed this expensive
drug for not counseling us in any way as to the potential side ef-
fects. I recently went to the same pharmacist for a prescription for
antibiotics, and he spent 5 minutes talking with me, including talk-
ing to me about the side effects, which included nothing at that
time more serious than possible stomach ache if not taken with a
meal. I know he cares.

I am not angry with the company that labels the drug, even
though the labeling did not include the dangerous potential side ef-
fects of suicide, although I am not sure why it did not.

I am not angry with the drug company that makes Accutane, be-
cause I believe that, for many, it is a Godsend.

I am not angry at the therapist in Lincoln, NE, last Thanks-
giving, who, when told that Dan had scored high on a Suicide Risk
Inventory test, elected to interview him over the phone from home
and clear him from all risk. Dan committed suicide 2 weeks later.

Mostly, I am not angry with myself or my wife, Stacy, for think-
ing that our son’s behavior was just that of a normal, healthy, inde-
pendent-thinking teenager who was going through a phase in life.

I do not know if our dermatologist giving up his practice had
anything to do with our son’s death or not, but I do know that he
is now teaching at Loyola University. I can only hope that he
teaches his students that the use of these drugs, even for dermatol-
ogy, should not be taken lightly.

I met a friend from high school not long ago in a Sam’s Club. It
turns out she was there to pick up a prescription for her son of
Accutane. When I asked if she was aware of the potential risk, she
looked at me like I was crazy. I asked if she was counseled by her
dermatologist who is different from ours. She said she was not. I
asked her if this drug was prescribed when other remedies had
failed and found out that it had been prescribed first before any
other remedies had been tried. I then asked to look at the labeling
and letter that came with her prescription and found that it made
no mention of depression or suicide, and the pharmacist made no
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mention of suicide for sure, and the pharmacist said nothing about
these potential dangers to her. The pharmacy and the labeling
company were both different than ours. I then tried to reiterate my
concern and was dismissed with, “My son is very well-liked, out-
going and happy,” much like my Dan, as though nothing could hap-
pen to her son.

I don’t think hearing the potential risks from me meant anything
to her. I believe that people do have the right to determine the
amount of risk that they are willing to assume for themselves, but
they do not have the right to impose that risk on others unbe-
knownst to them.

I fly small airplanes for a living and on occasion take people from
one place to another in bad weather. If there is a thunderstorm in
my path, I let them know the possible consequences and that it will
be safe. However, it may be very uncomfortable. Even if the situa-
tion changes, we may have to divert and delay or possibly not be
able to get to the intended destination. I believe the choice is
theirs, and if I lose a few trips as a result, so be it.

I have found that this drug can be very dangerous to pregnant
women and is associated with various birth defects and that there
is no circumstance under which it should be prescribed. According
to the Physicians’ Desk Reference, women should sign a form stat-
ing that they will not get pregnant while on Accutane.

I have seen a television commercial, which is animated, of kids
sitting around a computer. Then the computer screen is shown
with a picture of a boy’s face with dots on it, representing acne.
The child at the computer presses a button and the dots disappear.
Call Roche for more info. I don’t think it is as easy as pressing a
button on your computer and getting rid of your acne.

I saw a doctor on TV saying there is no link between this drug
and suicide but later found that the drug company itself funded his
research. In my mind this is a conflict of interest and, at the very
least, gives the appearance of impropriety. In the PDR, Roche itself
lists depression and suicide in bold, which means highlighted, as
possible adverse reactions.

I believe that this is a powerful drug and have no doubt that it
can clear up or at least improve even the most severe acne, which
my son did have. I realize that the drug company is in the business
to make money, and I am sure that a widely prescribed expensive
drug like Accutane does just that. But my question would be, at
what cost?

My suggestions: I do not necessarily think that this drug should
be pulled from the market, but I think its distribution should be
handled differently and additional research conducted by an inde-
pendent source as to potential hazards. I wonder if my son’s suicide
was ever reported to the FDA and how many others might be out
there. Wouldn’t it be OK if we let people know that there may be
a danger and let them decide for themselves if it is an acceptable
risk? So what if the drug company makes a little less money? After
all, I believe most people think that smoking is harmful, but many
still do it, and the cigarette companies are still in business.

None of us as individuals has the time or resources to fight for
all of the causes that are important in life, but if by coming here
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today we are able to find a stronger, more powerful voice to carry
on this investigation and education, we have done our job.

In conclusion, I would like to thank you for letting me come here
and speak my piece. If sharing my experience helps even one per-
son, the trip will have been worth it. I believe that life should al-
ways be held with a higher regard than money, and that fear,
greed, and ignorance, all things I think that can be overcome with
compassion, understanding and education, all played a part in my
son’s death.

Last, my greatest hope is that by coming here, in some small
way, my son’s life will be given meaning and his death dignity.
Thank you.

Mr. BURTON. Thank you, Mr. Baumann.

[The prepared statement of Mr. Baumann follows:]
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“Accutane - Is this Acne Drug Treatment Linked to Depression and Suicide?”

1 come to Washington today, not in anger, but with hope.

I am not angry at the school system that called us in unexpectedly, and with
no previous communication, to sit in a small room in front of 2 School
Administrators and 3 armed Police Officers to be told our son, Dan was to be home
schooled as a result of the Columbine incident simply because he wore black! They
were fearful and I understand.

1 am not angry at the Dermatologist who correctly diagnosed the cause of
Daniel’s acne as being stress related and even pinpointed the day of the meeting as
its beginning. But then prescribed Accutane as an initial remedy rather than a last
resort with no Patient/Parent counseling as to the possible consequences. I am not
sure if he was not aware or just thought that the risk was not worth mentioning in
light of the great results that could be obtained.

I am not angry at the Pharmacy that distributed this expensive drug for not
counseling us in any way as to the potential side effects. I recently went to the same
Pharmacist to receive a prescription for antibiotics and spent 5 minutes talking with
him about the reason for the antibiotics use, as well as its potential side effects,
which included nothing more serious than possible stomach ache if taken without
eating, so I know he cares.

1 am not angry with the company that labels the drug even though the labeling
did not include the dangerous potential side effects although I am not sure why it did
not.

I am not angry with the Drug Company that makes Accutane because I
believe that it is a godsend too many.

1 am not angry at the Therapist in Lincoln, Nebraska last Thanksgiving who,
when told that Dan had scored high on a Suicide Risk Inventory test, elected to
interview him over the phone from home and clear him from risk (Dan committed
suicide in 2 weeks).

And mostly, I am not angry with myself or my wife Stacy for thinking that our
son’s behavior was just that of a normal, healthy, independent thinking teenager who
was going through a phase in life.

I do not know if our Dermatologist giving up his practice had anything to do
with our son's death or not. But I do know that he is now teaching at Loyola
University. I can only hope that he is teaching that even though Dermatologists may
not be involved in life threatening surgeries on a regular basis there job is no less
important and the drugs they may use should not be taken lightly.

I met a friend from High School not long ago in a Sam’s Club. It turns out she
was there to pick up a prescription of Accutane for her son. When asked if she was

121522000 Page 1
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aware of the potential risks involved she looked at me like I was nuts. When I asked
if she was counseled by her Dermatologist (different than ours) she said she was
not. I asked her if this drug was prescribed when other remedies had failed and
found out that it had been prescribed first before any other remedies had been tried.
I then asked to look at the labeling and letter that came with her prescription and
found that it made no mention of depression or suicide and the Pharmacist said
nothing about these potential dangers (different Pharmacy and labeling company).
then tried to reiterate my concern and was dismissed with “My son is very well
liked...outgoing and happy” (much like Dan) as though nothing could happen to him.
I don’t think hearing of potential risk from me meant anything to her {(sad).

I believe that people have some right to determine the amount of risk that they
are willing to assume for themselves, but they do not have a right to impose that risk
on others unbeknownst to them.

I fly small airplanes for a living and on occasion take people from one place
to another in bad weather. If there is a thunderstorm in our path I will advise them
that even though the trip can be done safely it may be uncomfortable. But if the
situation changes we may have to divert and delay or possibly not be able to get to
the intended destination. I believe the choice is theirs and if [ lose a few trips as a
result so be it.

I have found that this drug can be very dangerous to pregnant women and is
associated with various birth defects, and that there is no circumstance under which
it should be prescribed. According to the PDR women should sign a form stating
they will not get pregnant while on Accutane.

1 have seen a television commercial (animated) of kids sitting around a
computer. Then the computer screen is shown with a picture of a boy’s face with
dots on it {acne). The child at the computer presses a button and the dots disappear.
Call Roche for more info.

I saw a Doctor on TV saying that there is no link between this drug and
suicide, but later found that the Drug Company itself funded his research. In my
mind this is a conflict of interest and at the very least gives the appearance of
impropriety. In the PDR Roche itself lists depression and suicide in bold
{(highlighted) as possible Adverse Reactions.

I believe that this is a powerful drug and have no doubt that it can clear up or
at least improve even the most severe acne. I realize that the drug company is in
business to make money and I am sure that a widely prescribed expensive drug like
Accutane does just that. My question would be “at what cost?”.

12/5/2000 Page2
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My Suggestions:

[ do not necessarily think that this drug should be pulled from the market but I
think its distribution should be handled differently and additional research conducted
by an independent source as to potential hazards.

1. Evaluation of candidate (by Physician)
a) History
b) Cause of Acne
¢) Heath
2. Consultation with Parent/Guardian as to potential risks. To inform/educate

Parents and allow them to be involved in monitoring for signs of trouble.

3. Use drug as a last resort (as recommended) after other remedies have failed.

I wonder if my son’s suicide was ever even reported to the FDA and how
many others there might be out there.

Wouldn’t it be okay if we let people know that there may be a danger and let
them decide for themselves if it is an acceptable risk? So what if the Drug Company
makes a little less money. Afier all, most people believe that smoking is harmful but
many still do it and there are still cigarette companies.

None of us as individuals has the time or resources to fight for all the causes
that are important in life but if by coming here today we are able to find a stronger
more powerful voice to carry on this investigation/education we have done our job.

In conclusion, 1 would like to thank you for letting me come here and speak
my peace. If sharing my experience helps even one person the trip will have been
worth it. I believe that life should always be held with a higher regard than money
and that fear, greed, and ignorance (things that can be overcome with compassion,
understanding and education) all played a part in my son’s death. Lastly, my greatest
hope is that by coming here in some small way, my son’s life will be given meaning
and his death dignity.

12/5/2000 Page3
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Mr. BURTON. Mrs. Baumann.

Mrs. BAUMANN. Daniel began Accutane therapy on June 25,
1999, 3 days after his first visit to the dermatologist. On June 22,
Daniel’s dermatologist told us that the breakout was a result of
high school stress and even pinpointed the week the stress may
have begun. The dermatologist sent Daniel home with a prescrip-
tion for Prednisone, Erythromycin, a shopping list that included
Purpose Bar, Colladerm Fluid/Jell, Presun Ultra Gel and vitamin
B5.

In addition, we received two brochures that we were to read be-
fore starting Accutane therapy: Important Information Concerning
Your Treatment With Accutane and What Young Men Need to
Know About Acne and Its Treatment With Accutane. Daniel and I
read both brochures and felt that it was something that we needed
to do and were looking forward to the promising results. This was
a very big decision for us, considering we didn’t have insurance and
was going to be self-paid throughout the Accutane therapy, month-
ly dermatologist visits, and blood tests.

It wasn’t long before the side effects started: chapped lips, dry
skin and itching, joint and muscle pains, headaches, nausea, loss
of appetite, mood swings, and insomnia. This was a very difficult
summer for Daniel. He didn’t even want to leave the house any-
more and just wanted to stay in his room all day.

On the first day of school, Daniel cried as we were driving there.
He was 15 at the time, going to be a sophomore. He didn’t know
why he was crying. He said he just felt weird. School was very dif-
ficult for Daniel this term, and he had a very hard time concentrat-
ing.

Daniel and I went to the dermatologist every month, and we
were told that this was all very normal and to be expected. He as-
sured us that the mood swings were normal and would be going
away as soon as the Accutane therapy ended.

On December 11, 1999, Daniel committed suicide.

I called the dermatologist 2 days after Daniel’s death and talked
to him directly and let him know what had happened and that we
wouldn’t be making our next appointment. He offered his deepest
condolences.

At the time of Daniel’s death, we knew nothing about Accutane
and its adverse reactions linked to depression and suicide. It wasn’t
until 2 months later, on February 9, that I discovered that
Accutane might have played a role in Daniel’s suicide. I was having
lunch with some friends and a concerned friend mentioned that she
had heard that Prednisone may be linked to depression and she
knew Daniel was taking this for his acne. As soon as I came home
that afternoon, I looked for Daniel’s entire prescription receipts and
started reading everything I could. I got on line and used the two
key words: Accutane and suicide, and found the FDA’s Med Watch
News dated February 26, 1998: “important new safety information
about Accutane.” I was home alone at the time and just couldn’t
believe what I was hearing and learning for the very first time.

In addition, I also discovered that the brochures Daniel’s der-
matologist gave us were copyrighted in 1996 and 1997, respec-
tively. The brochures had no adverse reactions reporting depres-
sion, psychosis, suicidal ideations, suicide attempts and suicide. I
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was finding it very hard to believe that Daniel’s dermatologist had
no idea or updated information to hand out to his patients.

I have since visited the pharmacy where Daniel’s prescriptions
were filled and asked the pharmacist if she knew any of the ad-
verse reactions associated with Accutane. She was not aware of de-
pression and suicide. She immediately grabbed the 40 milligram
package from the shelf and was surprised to find out that the de-
pression and suicide warning was not present on the packaging.

I find it interesting that 5 months after Daniel’s death his der-
matologist unexpectedly announces to his patients by the way of a
postcard that he was closing down his practice to teach at Loyola
University.

In addition to everything that continues to point that Accutane
played a role in Daniel’s suicide is a picture that I received from
a friend on the day after Thanksgiving this year. Looking at this
picture brought tears to my eyes. His beautiful smile of hopes,
dreams and promises had been taken away before Accutane ther-
apy. I realize that we have pictures of Daniel before Accutane all
smiling and pictures of Daniel on Accutane, no smiles.

As you can imagine, this past year has been very painful for our
family, and the more we research, the more we realize that some-
how or another our precious son’s life fell through the cracks. I am
not looking for an out. I do know this for a fact: The dermatologist
provided us with outdated information. The pharmacist didn’t pro-
vide any patient counseling. Renlar Systems and First Data Bank
package insert did not include the most current adverse reaction,
suicide. Roche’s labeling did not include in the warning depression
and rarely suicidal thoughts, suicide attempts and suicide.

The FDA has allowed Roche to continue to profit from this drug
for far too long without taking any responsibility for the damage
it continues to do to our children. Mistakes were made by many,
and now we are all suffering because this could have all been pre-
vented if everybody did their jobs.

I hope that this limited information I have provided today will
somehow make a positive difference in our children’s future. Thank
you for giving me an opportunity to share Daniel’s story with you.

[The prepared statement of Mrs. Baumann follows:]
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Daniel began Accutane therapy on June 25, 1999, three days ofter his first visit
to the Dermatologist. On June 22nd Daniel's Dermatologist told us that the break out
was a result of High School stress and even pinpointed the week the stress may have
began. The Dermatologist sent Daniel home with a prescription for Prednisone,
Erythromycin, a shopping list that included Purpose Bar, Colladerm Fluid/Gel, Presun
Ultra Gel and Vitamin B5. In addition, we received two brochures that we were to read
before starting Accutane therapy, "IMPORTANT INFORMATION CONCERNING
YOUR TREATMENT WITH ACCUTANE" (Exhibit 1) and "WHAT YOUNG MEN NEED
TO KNOW ABOUT ACNE..AND ITS TREATMENT WITH ACCUTANE" (Exhibit 2).
Daniel and I read both brochures and felt that this was something that we needed to do
and looked forward to the promising results. This was a very big decision for us,
considering we didn't have insurance and was going tc be self pay throughout the
Accutane therapy, monthly Dermatologist visits and blood tests.

It wasn't long before the side effects started: chapped lips, dry skin and itching,
joint and muscle pain,  headaches, nausea, loss of appetite, mood swings and insomnia.
This was a very difficult summer for Daniel, he didn't even want to leave the house
anymore and just wanted to stay in his room all day in bed. On the first day of school
Daniel cried as we were driving there, he was 15 at the time going to be g sophomore, he
didn't know why he was crying he said he just felt weird. School was very difficult for
Daniel this term and he had a very hard time concentrating. Daniel and I went to the
Dermatologist every month and we were told that this was all very normal and to be
expected, he also assured us that the mood swings were normal and would be going away
as soon as the Accutane therapy ended.

On December 11, 1999 Daniel committed suicide.

I cailed the Dermatologist two days after Daniel's death away and talked to him
directly to let him know what had happened and that we wouldn't be making our next
appointment, he offered his deepest condolences.

At the time of Daniel's death we knew nothing about Accutane and its Adverse
Reactions linked to depression and suicide. It wasn't until 2 months later on February
Sth that I discovered that Accutane might have played a role in Daniel's suicide. I was
having lunch with friends and a concerned friend mentioned that she had heard that
Prednisone may be linked to depression and she knew that Daniel was taking it for his
acne. As soon as I came home that afternoon I looked for Daniel's entire prescription
receipts and started reading everything I could. T got online and used the two key words
ACCUTANE and SUICIDE and found the FDA's Med Watch News dated February 26,
1998 "IMPORTANT NEW SAFETY INFORMATION ABOUT ACCUTANE". I was home
alone ot the time and just couldn’t believe what I was learning for the very first fime.

12/05/2000 Page 1
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“Accutane - Is this Drug Treatment Linked to Depression and Suicide?”

Tn addition, T also discovered that the brochures Daniel's Dermatologist gave us were
copyrighted in 1996 and 1997 respectively. The brochures had no Adverse Reactions
reporting depression, psychosis, suicidal ideation, suicide attempts and suicide. I was
finding it very hard to believe that Daniel's Dermatologist had no idea or updated
information to hand out to his patients.

T have since visited the Pharmacy were Daniel's prescription’s were filled and
asked the Pharmacist if she knew of any Adverse Reactions associated with Accutane,
she was not aware of depression and suicide. She immediately grabbed a 40MG package
from the shelf and was surprised to find out that the Depression and Suicide warning
was not present on the packaging.

I find it interesting that 5 months after Daniel's death, his Dermatologist
unexpectedly announces to his patients by way of postcard that he was closing down his
practice to teach at Loyola University.

In addition to everything that continues to point that Accutane played a role in
Daniel's suicide is a picture that I received from a friend of his the day after
Thanksgiving this year. Looking at this picture brought tears to my eyes, his beautiful
smile full of hopes, dreams, and promises had been taken before Accutane Therapy. T
realized that we have pictures of Daniel before Accutane (alt smiling) and pictures of
Daniel on Accutane {no smiles) (Exhibit 3).

As you can imagine this past year has been very painful for our family and the
more we research the more we realize that some how or another our precious son's life
fell through the cracks. I am not looking for an out: T do know this for a fact:

+  The Dermatologist's provided us with cutdated information,

* The Pharmacist’s didn't provide any patient counseling.

* Renlar Systems and First Data Bank package insert did not include the most

current Adverse Reaction “Suicide” (Exhibit 4 & 5.

+ Roche's labeling did not include in the warnings “..DEPRESSION, AND RARELY
SUICIDAL THOUGHTS, SUICIDE ATTEMPTS AND SUICIDE."

+ The FDA has aliowed Roche to confinue to profit from this drug for far to
long with out taking any responsibility for the damage it continues to do Yo our
children.

+  Mistakes were made by many and now we are suffering because this could have
been all prevented if everyone did their jobs.

I hope that fimited information I have provided today will somehow make a

positive difference in our children's future. Thank you for giving me an opporfunity to
share Daniel's story with you.

12/05/2000 Page 2
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Mr. BURTON. Mr. Jackson.

Mr. JACKSON. Mr. Chairman, thank you for inviting me to come
here and testify before this committee today. This is going to be ex-
tremely difficult for me to talk about. However, it is extremely im-
portant for me to be here so we can hopefully prevent just one par-
ent from having to experience the pain and grief that my family
has had to endure, so that maybe all of this will be worthwhile.

On January 13, 2000, my 17-year-old son and my best friend,
Clay, died from a self-inflicted gunshot in our home. Around 4 p.m.
that day, imagine my wife and my 10-year-old son coming home to
find his lifeless body dead in his bedroom. I will never be able to
remove what they saw that day from their memory. This is going
to stay with them for the rest of their lives.

Clay began going to a dermatologist at the age of 14 for normal
teenage acne. In October 1999, at the age of 16, his treating physi-
cian decided to put Clay on Accutane for his mild acne. There was
never any mention of suicide as a side effect. The information that
Clay brought home from the dermatologist was a brochure dated
1994 and made no mention of suicide. The only thing that con-
cerned the dermatologist was our ability to pay for the drug. The
package insert that came with the prescription made no mention
of suicide as a side effect. The pharmacist where we had all of
Clay’s prescriptions filled never mentioned suicide as a side effect.
The first time that we were ever made aware of any relationship
between Accutane and suicide was when we heard the news stories
about Congressman Stupak’s loss of his son and the information
that he uncovered. Looking back, I have to assume that neither the
dermatologist nor the pharmacist knew anything about the link be-
tween Accutane and suicide.

We are given so much freedom in this country to make choices
for ourselves because we have so many checks and balances built
into the system to protect the citizens sometimes we make those
choices blindly. That trust has been violated. I am not sure who is
to blame. I do not have those answers. I just know that that trust
and faith that I once had has been greatly diminished.

Also, in looking back, I wish that I had taken seriously that
young investigating officer who investigated Clay’s death when he
asked me the question back in January, was Clay taking Accutane
and did I think that this attributed to his death. Oh, how I wish
I had taken him seriously then, and maybe Congressman Stupak’s
son would be here with us today.

I would be happy to answer any questions you might have, Mr.
Chairman.

[The prepared statement of Mr. Jackson follows:]
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Testimony of Charles H. “Stoney” Jackson, Jr.

Thank you for inviting me to come hear and testify before this committee today.
This will be very difficult for me to talk about however it is extremely important for
me to be here before you foday, if it will prevent just one parent from having to
experience the pain and grief that my family has had to endure then all of this will
be worthwhile.

in April of 1997 | took my oldest son Clay who was 14 years old at the time {o his
first appointment with a dermatologist. His course of treatment was the normal
expectation for any teenager, monthly facial cleansings and antibiotics. In
September of 1998 at the age of 15 Clay’s treating physician added the use of
Brevoxyl gel to his treatment. In June of 1999 Clay was now 16 years old and
could take himself to see the doctor, his treating physician changed his
medication to Retin A. In August of 1999 his treating physician changed his
medication to Differin. Each time the dermatologist would change Clay's
medication Clay would come home and tell us that they had changed his
prescription and we need to take it to the pharmacy to be filled.

On October 6 1999 at age 16 Clay’s treating physician decided it was time for
Clay to begin using Accutane. The doctor ordered a blood test and sent home
with Clay a brochure, copyright dated 1994 Sixth Edition, about Accutane with all
of the benefits and with a whole host of side effects of which 80% did not pertain
since Clay was a male patient. it did mention depression, only if you had a family
history of, but there was no mention of suicide. Clay explained that the doctor
needed our permission before he could prescribe this medication. Clay explained
the side effects that the doctor told him he could expect which were dry skin,
chapped lips and could sasily be sunburned. The doctor told Clay that he knew
we did not have a drug card with our health insurance plan, so Clay needed to
talk to us before he would write Clay a prescription because it was very
expensive and he was concerned whether or not we would be willing to pay for
the medication. Wanting what was best for my son and some of Clay's friends at
school were using the drug, so ! decided to give my permission to start his
treatment. A decision that has haunted me now for the last 60 days. On October
15, 1999 | had the first prescription for 40mg of Accutane filled at the pharmacy
for Clay to take. The pharmacist said for Clay to be careful and wear sun block
every day because he could be sunburned very easily and that he could expect
to have dry skin and
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chapped lips. The same thing the doctor had told Clay earlier. There was never
any discussion with the doctor or the pharmacist about the risk of suicide while
using this drug.

As predicted Clay’s skin did become very dry, his lips would get chapped and if
he forgot to apply sunblock he would get sunburned. His acne did get worse in
the beginning and then it began to clear up. He did experience some back pain
the first month while taking the medication, this was the only side effect that Clay
had that we weren't expecting. Everything else seemed to be normal.

Then on January 13, 2000 our 17 year old son and my best friend, Clay, died
from a self inflicted gun shot in our home. Around 4.00 PM in the afternocon my
wife and my 10 year old son came home to find Clay’s lifeless body dead in his
bedroom. | will never be able to remove what they saw that day from their
mermory, this will stay with them for the rest of their lives. Clay had left school at
noon to come home and eat lunch which he did on several occasions. When he
did not return to school none of the teachers or administrators thought much
about it, Clay was so involved in so many different activities they assumed he
was attending one of these.

At the time and for several months, nobody could explain what possibly
happened on that day. Was this an intentional act or was it some horrible
accident that could have been avoided. During the course of the investigation of
Clay’s death by the Sheriff's department, the investigating officer asked if Clay
was taking Accutane and did we think this drug might have attributed to his
death. We replied that yes Clay was taking Accutane but thought it to be
ridiculous to think that could possibly have anything to do with his death, it's a
skin medicine to clear up acne. The officer agreed with us and he continued his
investigation. The final cause of death as determined by the county medical
examiner was that Clay shot himself.

On October 5, 2000 my wife and | caught the last 3 seconds of a story on the 10
o'clock news on a local TV station. We both looked at each other and asked what
was that about. | went to my office the next morning and pulled up the local TV
station’s website and found the story that caught our attention. it was a very brief
story and did not tell a whole lot. | asked the four ladies working in our office if
any of them saw the story. They had all four seen the news story, it was about
Congressman Stupak’s loss of his son, they said it was a story about a young
man that had lost his life and the only thing different about this young man and
Clay, was their names. | went to the House of Representative’'s website and
found Congressman Stupak’s website where | found that he had already created
a folder for Accutane. What | pulled up on Congressman Stupak’s website was
unbelievable

for this would be the first time that | had ever seen or heard anything about the
FDA ordering the drug manufacturer of Accutane fo include suicide in their
product warning as far back as February of 1998. | spent the rest of that day
going to various Internet search engines and typing in the word accutane. | was



34

astonished to find so much negative information concerning this drug and that
this information had been out there for so many years. Why didn't we look into
this before we agreed to let Clay take this. Then we thought maybe it did say
something in the packet and we just overiooked the million word small print on
the warning label that came with the packet. | went to the local pharmacy where
we had all of Clay’s prescriptions filled and asked them if there was a computer
printout that had the warnings and side effects or was it just the stuffer that came
with the packet. They said there wasn't anything on the computer, the only thing
that they provided was what came with the packets. | asked if they would mind
removing one of the warning stuffers and let me see it. They removed one and as
| suspected, it had no warning concerning suicide. | asked them if they knew
there was a new warning label out concerning this product and they said they
had heard something about it but wasn't sure, something was on the news or
something, but they had not seen anything in any of the trade journals that they
receive. | then asked if they would mind checking all of their inventory of
Accutane and see if by chance any of them had the new warning label. They
removed all of their packets from their inventory and none of them had the new
warning.

My wife and | left town for a few days to get away, but before we left | contacted
some insurance underwriters, nurses, other pharmacist and friends to look into
this matter for us and to get back with us to make sure this wasn't just an isolated
case. We were overwhelmed by the amount of responses that we received
reporting that this was not an isolated case and they provided us with even more
information concerning all of the psychological side effects associated with this
drug. And the fact that this information had been made available for several
months prior to Clay beginning to use Accutane.

All of a sudden all of the pain that we experienced at the time of Clay’s death was
coming back. It was as if we had never grieved at all, we were having to relive
this nightmare again. More unanswered questions kept us up at nights and
brought out a stage of grief that we had not experienced until now. ANGER!

How could a doctor send an outdated brochure home with a sixteen year old to
talk to his parents about taking this powerful drug without the doctor ever having
any conversation with the parents. How did he not know about these
psychological side effects, or if he knew why didn't he tell us about them. How
can a doctor prescribe a

medication that is clearly licensed to be used as a treatment of last resort and for
the most severe cases of acne. Clay’s acne was very mild, there was no reason
for Clay to be using Accutane. Why was his main concern whether or not we
were willing to pay for this treatment.

How can a drug company receive such a stern warning from the FDA to change
their warning label and not recall all of the outstanding inventory in all of the
pharmacies and make that change immediately. Why has it taken so long to
make the changes to their warning label. Their siow response and denial of the
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need for the new warning makes you suspicious of what are they trying to hide
that we don’t know about.

As an insurance agent for 22 years [ had to ask myself Why would an insurance
company pay for a drug that contains such a warning about the risk of suicide
that is being prescribed to teenagers.

Clay was not a depressed teenager, he was full of life. He was a member of the
4-H of which he held various offices over the years. He was nominated to the
Who's Who in High School Achievement his Freshman, Sophomore and Junior
years. He was in the Gifted and Talented Program at school. He was on the
Varsity Baseball Team for his schoo! as a Freshman and as a Sophomore and
was already being recruited by several colleges and universities. He was aiso an
active member of the FFA, serving as Vice President for his local chapter and the
Lubbock District FFA. Clay was on the Chapter Conducting team and
participated in many livestock shows around the state. He was a member of the
Courtesy Corps at the last National FFA Convention in Kansas City, Mo. and at
the first National FFA Convention in Louisville, Kentucky. Clay also competed in
UIL Persuasive Speaking, Clay recognized that having all of the knowledge in the
world wouldn't benefit you if you couldn’t speak in public or have the ability to
express yourself. Evidence of this is a poem that Clay wrote for his Advanced
Placement English class on October 26, 1999, just 11 days after he started his
treatment of Accutane. { A reprint of this poem is included at the end of the
packet} The two things that Clay loved doing more than anything, livestock
shows and playing baseball, were just about to begin, the first stock show was
scheduled for the day after he died. Clay didn’t have time to be depressed there
was too much of life yet to experience and too many dreams left unfulfilied.

Congressman Stupak's son died more than five months after Clay died. | have to
wonder what if | had taken the investigating officer in Clay’s death seriously and
looked into his suspicions about whether the drug Accutane had something to do
with Clay’s death. What if | had found then what | know now and what if | could
have gamered this much attention, would his son be alive today. | don't guess
we'll ever know that answer, but what if we don’t do anything now, how many
more teenagers will die needlessly and how many parents will have to go through
the most painful experience that you cannot even begin to imagine.
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Life is Short

Life is short, pray hard.
When | think {'m alone
Is the time I'm really blessed.
Because that is the finest hour
When God and | get closer.
Even if | don't see it right then,
God is my best friend, my closest friend.

Life is short, play hard.
{ grew up being a Wildcat,

And I've never known how to dog it.
There has always been that fire inside
That burns rapidly out of control.

I might not be number one at the end,
But my reward is as precious as a diamond.

Life is short, and I've lived hard.
As | near my senior year of high school,
Many fond memories come back to me,

Loud and soft ones, pleasant and painful ones,
The memories are instilled in my heart forever.
But the real advantage | have over everybedy else,
Is that 'm a Wildcat, | always have been and always will be.
My friends, teachers, coaches and memories
Will always be held close to my heart,
| may outgrow the letter jacket and even this school,
But I'll never outgrow the memories and friendships.

Clay Jacksen
10-26-98
AP English
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Mr. BURTON. First of all, on behalf of the committee, I want to
thank you all for being here, and I want to once again express our
condolences for the tragedies that you have had to encounter and
will continue to live with.

Let me start with you, Mr. and Mrs. Baumann. You found out
after your son was gone that, prior to his death, on the Internet
there was information that showed that there was depression and
possible suicide if they took Accutane.

Mrs. BAUMANN. That is correct.

Mr. BURTON. So this information was on the Internet before this
tragedy occurred, but you had never been told that by a pharmacist
or a dermatologist or the company itself?

Mrs. BAUMANN. That is correct. The information that the der-
matologist gave me are brochures that are made by La Roche that
were copyrighted in 1996 and in 1997.

Mr. BURTON. But the point I want to make is that had you been
aware of the problem when it was first put on the Internet, if it
had been properly given to you by the company or the pharmacist
or the dermatologist, this whole tragedy very well might have been
avoided?

Mrs. BAUMANN. I agree.

Mr. BURTON. How about you, Mr. Jackson?

Mr. JACKSON. Yes, sir. The same situation. This was 9, 10
months after Clay died before we even suspected anything like this,
and we saw the news story, went to Congressman Stupak’s Web
site and saw the information that he had.

I think what got our attention was that, even though it was 9,
10 months later, we heard the little news story on the 10 o’clock
local news and we saw like the last 3 seconds, and my wife and
I both reacted because there was something about Accutane, some-
thing about suicide, but we didn’t catch the whole story. And that
was—that put us back to January when this investigating officer
asked us this. You know, at the time we thought it to be absolutely
ridiculous, and now we hear this story, we find Congressman
Stupak’s Web site, we see all of this mountain of information that
gas i)leiOUSIY been available for as much as 2 years prior to Clay’s

eath.

Mr. BURTON. So had you been able to have that information be-
fore, you would have seen the signs and it very well may have been
avoided.

Mr. JACKSON. There would have been absolutely no way that
young man would have ever been on that drug. Because the other
thing we learned was that it was a drug of last resort and for very
severe cases of acne. Clay did not have those traits. In my opinion,
he had no reason to be on this drug. He had a normal, 16 year-
old face that—it just did not—it was not the severe case that this
drug is licensed to be prescribed for.

Mr. BURTON. Mrs. Callais and Amanda, had you known what
was available prior to Amanda going on Accutane, you probably
wouldn’t have had her on that, or at least you would have noticed
the signs.

Mrs. Lori CALLAITS. I think that we possibly would have started
it. You don’t know until you are on this drug how you are going
to react. But I know had we had the information—I can only tell
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you what happened when we walked into the emergency room and
my husband looked at the emergency room physician and he said,
do you think Accutane could cause this, because it was the only
drug she was taking, and his response was, no, that is an acne
drug. So, had we known, we would have taken it away from her
immediately, but we didn’t have that option, so she continued it.

Mr. BURTON. But the point is the physician at the hospital when
you went had no knowledge whatsoever about the side effects of
Accutane, even though it had been reported much earlier and was
on the Internet.

Mrs. Lori CALLAIS. I don’t know that at that time, because this
was back in 1997, it was on the Internet. Apparently, it was in the
PDR, buried, the possible depression, but we didn’t know that, and
apparently neither did the physicians. Because had we known any
of that and had it been available to us, we definitely would have
taken her off Accutane.

Mr. BUrTON. OK. Thank you.

Mr. Waxman.

Mr. WAXMAN. Thank you, Mr. Chairman.

Thank you all for your testimony. I know how difficult it must
be to come before a committee of the Congress and share your pain,
and we certainly want to extend our sympathies to you. I think
your being here is very important as we explore this issue and we
learn what we can.

You have all said, as I understand it, that if you had known
about this risk, if there was some information about a risk of sui-
cide versus clearing up some acne, none of you would have put
yfqur c‘;lildren at that kind of risk. Is that a fair statement from all
of you?

Mrs. BAUMANN. Yes.

Mr. JACKSON. Yes.

Mrs. LoRrI CALLAIS. Yes.

Mr. WAXMAN. And you didn’t know until very late that the prob-
lem in the case of suicides might have been related to using
Accutane. Once you learned, or at any point, did you ever let the
company know that you think there was a problem related to the
drug or let the FDA or your doctor know about it?

Mr. JACKSON. We notified the FDA. We filled out an adverse
event report form and sent it to the FDA. I found it strange that
that was a voluntary reporting system that we were supposed to
do, but we were not aware that it is even out there. And a der-
matologist for sure isn’t going to be sending in that type of a re-
port.

Mr. WAXMAN. And this was how many months after your son’s
death?

Mr. JACKSON. This was in—it is October or November of this
year when we sent the report in.

Mr. WAXMAN. So it was after you heard about Congressman
Stupak’s son and you started making this connection and then you
took it upon yourself to let the FDA know.

Mr. JACKSON. Right.

Mr. WAXMAN. Did you let your doctor know?

Mr. JACKSON. No. You know, it is extremely hard to go back in
that office, and because of everybody is so scared of getting sued
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and nobody wants to say anything, so nobody will talk to you. I
don’t want to put that attitude out there, but I was interested in
knowing what was in Clay’s medical file. And I called over there
and I asked to have a copy of all of his medical records and they
said, no problem, would you like to come by and pick those up. Yes,
that would be fine. So I went by later that day and signed the re-
lease and picked up a copy of his file and left, and it was just busi-
ness as usual. There was no, how are you doing or—you know what
I mean? It was really strange. And I go back out in the car and
I sit in the parking lot, and what I could read of his handwriting,
you know, there is absolutely nothing in that file. It is just the
dates of the appointments.

Mr. WAXMAN. As far as you know, the doctor didn’t even know
about the association of Accutane with suicide.

Mr. JACKSON. No. And this is a highly respected dermatology
clinic in our community. This isn’t some rookie—I mean, this is a
prominent, very well respected dermatology clinic in our commu-
nity, and the brochure that we come home with is dated 1994, and
when he was put on the drug was in 1999, 5 years later.

Mr. WAXMAN. Mr. and Mrs. Baumann, I am asking the question,
were you contacted by the doctor or the company or the FDA? Not
in any way to be critical, but just to know if you did; and if you
didn’t, I can understand you not doing it. But what would be your
answer?

Mrs. BAUMANN. I contacted the doctor 2 days after Dan’s death
to let him know that Dan had passed away and that we wouldn’t
be making his next appointment that week, and this was before I
even knew that there may be a potential link between Accutane
and depression and suicide. I don’t know if the doctor reported it
to the FDA. I can guess he didn’t, because I would assume that
someone would have contacted me; and, like I said, I do know that,
5 months after Dan’s death, the doctor is now not in practice and
teaching at Loyola University.

Mr. WaxMAN. Well, Congressman Stupak recommended further
studies about the links between Accutane and psychiatric dis-
orders, as well as for increasing the information for patients and
for families to receive that information about those risks. I assume
all of you think, at the minimum, we ought to know more about
this problem and people ought to be advised about the risks that
they never even would have dreamed that they are subjecting their
children to.

Mrs. Callais, did you ever contact anybody about your experience
with Accutane and the relationship you started to think was there?

Mrs. Lorl CALLAIS. Actually, I did. The next day, the day that
I found out, after I found out about the warning, when it first came
out from the FDA, I called Roche Pharmaceuticals, because their
number was on there, because it said, report it, and I called. And
I remember something that the person that I talked to said that
just struck me as horrible. She said, you know, we have had a lot
of calls about those things today. And I thought, my God. And I
said, how many kids have died? And she said, hmm, I don’t know.
I also talked to them again a couple of months later, because they
were supposed to call back in 30 days to see how Amanda was.
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They didn’t bother. As you can understand, I was furious by this
time.

I have talked to my daughter’s dermatologist, and I talk fre-
quently now. I still use that dermatologist. It took a lot to go back,
but I trusted that she didn’t know, and she didn’t know. And since
that time, she and I have talked. She always wants to know that
I am doing it, because we talk all the time. I go everywhere I can
to tell about this drug. And she has said that, since Amanda’s case,
she has pulled three patients off of the drug, and she now asks
them about how they are doing, if they are depressed. But she is
the only dermatologist that I know of in our entire area that even
bothers to ask, and she only asks because she knows about Aman-
da. So I don’t know that anybody else ever even checks. I mean,
who tells their dermatologist they are depressed? You go to your
doctor. You don’t go to your dermatologist.

Mr. BAUMANN. I know that Stacy has talked to the pharmacy
about it on a couple of occasions and I think even recently the
pharmacist said that they have done some of their own investigat-
ing as well.

Mr. WAXMAN. Mr. Chairman, if you will allow me, we do know
that even before any of you had your experiences with Accutane
that the company knew that there was some association with the
use of Accutane, and the FDA had knowledge about it as well. In
Europe, they are taking stronger action. My feeling is that they are
the ones who should be telling you, not you telling them, so that
we can avoid these problems.

Mr. BAUMANN. The word that came to my mind when I did find
out is I felt bushwhacked.

Mr. BURTON. Mrs. Morella.

Mrs. MORELLA. Thank you. I want to add my voice to those who
have said that we thank you very much for coming and telling your
story. As a parent myself, and I think all of us on this panel are,
we can empathize with what you have been going through, as
much as one can who hasn’t experienced it.

It seems to me, from what you have said, Accutane has almost
an immediate reaction. I mean, we are talking about things that
have happened within several months; is that correct?

Mrs. BAUMANN. Probably several weeks.

Mr. BAUMANN. From listening to Amanda in the back give a re-
port to a news—it is exactly the same thing that happened with
Daniel, too, and I can’t remember the question that was asked, but
it was so appropriate. The reaction is immediate, but it is contin-
ually worsening. Would you say that is accurate?

Ms. AMANDA CALLAIS. Since I have been on the drug, and I am
the only one on this panel who can state how it feels to be on
Accutane, the physical side effects occur very quickly, but within
days of taking Accutane, my mood began to change. Within a week,
I was crying for absolutely no reason.

I think one of the easiest examples to tell people is my dad
bought me a jacket that I had wanted, I wanted it for a few
months, and when he gave it to me, I looked at it and I burst into
tears, because he hadn’t asked me, and I didn’t understand why I
was so upset. But I was, and I couldn’t stop crying. So it definitely
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takes effect very quickly. Within days, my mood had begun to
change, along with the physical side effects of the drug.

Mrs. MORELLA. I am trying to understand, the warning state-
ment that is contained within the insert with Accutane now warns
against depression and possible suicide; is that correct? It does
now?

Mrs. Lori CALLAIS. It does now, but I caution you about one
thing on this depression. It is not a normal depression. It doesn’t
act like you would normally see. Also, if you don’t know what teen-
age depression is, or clinical depression, you have no clue.

This doesn’t happen in such a way that you wake up one morn-
ing, oh, my child is depressed. It happens each—a little more each
day until finally you wake up 1 day about 6 to 7 weeks later, and
it is generally about 2 months into the treatment, 7 weeks, some-
thing is wrong. So it is very, very gradual. So while it may explain
depression or say depression now, you need an explanation of what
depression is.

Mrs. MORELLA. Someone who is on Accutane needs to be
watched, monitored every day, to see whether there are nuances
that can be determined from 1 day to another.

Now, this warning was not on there, though, back in what 1997?
Did it happen in 1998, is that what we are talking about?

Mrs. LoRrI CALLAIS. February 26, 1998, the warning came out.

Mrs. MORELLA. 1998. And the French did it before we did?

Mrs. Lori CALLAIS. In March 1997. I guess French people are
more receptive to depression than Americans——

Mrs. MORELLA. Or more aware of it, in terms of the sensitivity
of it.

Mrs. Lorl CALLAIS [continuing]. But I hope not. But that’s what
happened at the time. I realized that, and I wondered—I thought
that if another country came out with such a warning, that the
FDA would—has requirements that Roche should have imme-
diately told them.

Mrs. MORELLA. FDA has that reputation of making sure that
every precaution is taken well before other countries, generally.

And I think all of you have said that your doctors really were not
aware of the intensity of the consequences of Accutane.

Mr. Baumann.

Mr. BAUMANN. I am not sure if they weren’t aware. One of my
customers is a physician, and he says that he does not routinely
tell everybody all the bad things that can happen as a result of a
drug being administered, because the instances in many cases are
so small of bad things that it is just whether it is not worth it or
what, I don’t know.

Mrs. MORELLA. It seems to me that it should be in great big, bold
print, because I have read aspirin bottles which say, you know, all
kinds of horrible things could happen as a result of taking more
than two aspirin at any one time.

Mr. BAUMANN. I would like to respond to your previous question.
We did meet our friend, who was picking up an Accutane prescrip-
tion for her son, and I asked her to look at the labeling. I even
asked her to save it for me, but apparently she didn’t think that
it was an important thing that I was asking her, so she didn’t, but
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there was nothing on her labeling. And this was just last sum-
mer—this summer.

Mrs. MORELLA. Sometimes even labeling is such small print also;
not only are we not accustomed to looking at warnings, but such
small print.

Again, it almost sounds as though doctors, either they are—they
feel that they are worried about the risk of being sued, whether
that is a problem, liability problem, or whether they just don’t
know. So it seems like in a recommendation that might come from
this committee there should be something with regard to educating
doctors, too. Do you agree?

Mr. BAUMANN. Definitely.

Mrs. MORELLA. I mean, I am trying to figure out what it is we
need to do.

Mrs. BAUMANN. I would say some physician education and pa-
tient, potential patient, education. We need to educate the children
and the parents.

Mrs. LoRr CALLAIS. One of the things that I noticed about physi-
cians, dermatologists particularly, and what I have heard said over
and over from them—you have to understand I now go and talk,
I ask everybody about it—they will say, well, I have never seen it
before. Or they will say, well, the risk is so minimal that, you
know, I have not seen this; it is not something to worry about.

I don’t think that the dermatologists actually believe that depres-
sion is a possibility, and if they don’t see it—and if a child commits
suicide, they will never see them again, and if a child is depressed,
the amazing thing about Accutane is you pull them off, and they
get better. So once they stop the treatment, well, then they are OK,
so then you don’t ever see that part of it. So I don’t think that they
are really aware, or if they are, they just assume it won’t happen
to them.

Mr. BAUMANN. I feel that parent education is most important be-
cause it is the parents that monitor their children most of the time.
The physician only sees them on occasion, once a month, and the
parents—had I known what Amanda here had said earlier, it
would be very easy to see the signs as a parent.

Mrs. Lori CALLAIS. May I ask something that I have wanted to
see done ever since then because I realized it? If there was some
way that every time a child went to the dermatologist right now
they could fill out a little—just a little checklist and a parent had
to fill that checklist out of certain symptoms, that would clue you
in as to what is going on; as a physician, you could take it and do
it. I even think there is one in existence today, and that can be
done. It is a profile of some sort, something that lets the parent
and the physician know what is going on with that kid.

Mrs. MORELLA. You mean a profile before?

Mrs. Lorr CALLAIS. Every time—you start before, what is your
mood, how many hours a night do you sleep, do you have insomnia
or something, something so you have a base to start, and then once
they start, if every visit that child went to the dermatologist, and
I am saying very selective, not mild or moderate anymore.

Mrs. MORELLA. OK. So you continue to monitor?

Mrs. Lorl CALLAIS. You continue the monitoring so that physi-
cian has, right in their hands, they can see something going on.
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But you need the parents to do that because I am afraid the kids
would not necessarily tell the truth. They would be afraid they
would be taken off.

Mrs. MORELLA. Exactly.

Mr. BAUMANN. One thing that seems to be a tie here that I heard
Mr. Jackson say also in the back was lean people seem to be—low
body fat seems to make a difference.

Our son was very thin. He stopped eating. He slept all the time.
He didn’t want to go to school. He didn’t care about his grades. He
lost his desire to live, I believe, and he also was very thin at the
end and very depressed. He stopped taking care of our dogs, and
he had done that all of his life. He loved those dogs.

Mrs. MORELLA. It almost seems like there should be a connection
between the mental health groups as well as the physical health
groups in this particular situation. Maybe we can work something
out.

I want to thank you very much for your—did you want to make
another statement?

Mr. MicA. I believe there are some obvious signs. As a parent
now, hearing what I am hearing today, I think there are some obvi-
ous signs that can be very easily interpreted, and maybe we can
avoid other people having the problems.

Mrs. MORELLA. And, again, the studies that have been men-
tioned, I would think we should move ahead fast with those. I
thank you very much.

Thank you, Mr. Chairman.

Mr. BURTON. Thank you, Mrs. Morella.

Mr. Horn.

Mr. HoOrN. Thank you, Mr. Chairman.

I have been very moved by your studies, and I have known a lot
of children that have had Accutane when my own children were
going to school. Fortunately, we did not have the problems that oc-
curred and led to death, but the dermatologists that I have known
have put it under a very controlled manner of just 6 weeks or that,
and then they haven’t given it anymore.

Now, to what extent they have this knowledge, I think, Mr.
Chairman, there is a nice list of major associations attached to an
article in your opening testimony. We ought to send them all the
files we have got here and copies so that they could understand,
your daughters, your sons, what happened to them. I would think
they ought to be getting increasingly conscious of the effect of this,
and then obviously in the second panel we will get into it. But if
we have to do it on a human side, certainly we could give some of
you the package of testimony we have had, and that might sway
a few doctors into asking the questions you want them to ask that
they apparently, according to your testimony, do not ask.

In my opening statement, I said I would like to know the dif-
ference between suicides that have Accutane and the suicides that
don’t, and the degree to which that is likely to happen. Now, maybe
we will hear that on panel two, I don’t know, but that certainly is
a question we ought to ask and try to deal with.

So I thank you and yield back my time.

Mr. BURTON. Thank you, Mr. Horn.
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I want to thank the witnesses for their testimony. I know it has
been very difficult for all of you. Let me just say that we on this
committee and in the Congress will do everything we can to make
sure that the information that you have given us today in your tes-
timony is disseminated as widely as possible so that parents and
children across the country will have as much information as pos-
sible so that these tragedies won’t occur in the future. Once again,
thank you very much. Thank you very much for being with us
today.

Our next panel is Dr. Pariser, Dr. Jacobs, Dr. O’'Donnell, Dr. Bull
and Dr. Huene.

Dr. Huene.

Mr. MiTcHELL. Mr. Chairman, it was the Department’s under-
standing that Dr. Huene was coming to accompany the witness and
would answer any questions that our witness Dr. Bull might not
be able to answer for you. I thought that was our understanding
with the staff.

Mr. BURTON. That’s fine. Does she prefer not to be at the table;
is that correct?

Mr. MiTcHELL. Yes, Mr. Chairman, that is our preference.

Mr. BURTON. OK. Well, if we have questions for her, I presume
she will come forward at the time.

Mr. MiTCHELL. Yes, Mr. Chairman, that’s the case.

Mr. BURTON. Would you stand, though, Dr. Huene, along with
the rest of the table.

[Witnesses sworn. ]

Mr. BUurTON. OK. We will start with Dr. Pariser.

Did I pronounce that correctly?

Dr. PARISER. Yes, sir. Thank you. Dr. David Pariser.

Mr. BURTON. You are a dermatologist; is that correct?

Dr. PARISER. Yes, sir.

STATEMENTS OF DAVID M. PARISER, M.D., FACP, AMERICAN
ACADEMY OF DERMATOLOGY, PARISER DERMATOLOGY SPE-
CIALIST, LTD., VIRGINIA CLINICAL RESEARCH, INC., NOR-
FOLK, VA; DOUGLAS JACOBS, M.D., ROCHE CONSULTANT, AS-
SOCIATE CLINICAL PROFESSOR OF PSYCHIATRY, HARVARD
MEDICAL SCHOOL, WELLESLEY, MA; JAMES T. O'DONNELL,
PHARMD., M.S., ASSISTANT PROFESSOR OF PHARMACOLOGY,
RUSH MEDICAL SCHOOL, PALLENTINE, IL; AND JONCA
BULL, M.D., FOOD AND DRUG ADMINISTRATION, ACCOM-
PANIED BY PHYLLIS HUENE, M.D.

Dr. PARISER. Good afternoon, Mr. Chairman and members of the
committee. My name is David Pariser. I am a dermatologist in pri-
vate practice in Norfolk, VA. I am also the chief of dermatology and
a professor of dermatology at the Eastern Virginia Medical School
in Norfolk, and I am on staff in four Norfolk-area hospitals.

For the last 24 years, I have had the opportunity to treat thou-
sands of patients with acne of varying degrees of severity. Further-
more, I also maintain an active practice in clinical research. Over
the last 8 years, I have participated in over 150 research projects
and clinical trials, including numerous acne clinical trials for a va-
riety of pharmaceutical companies, including three trials funded by
Roche Pharmaceuticals.
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I have received indirect funding in the past through the National
Institutes of Health, but not any from that agency in the past year.

In addition to my daily medical duties, I am a member of the
board of directors of the American Academy of Dermatology. I am
here today on behalf of the over 13,000 members of the Academy
and millions of patients, and I wish to express my appreciation for
your invitation to appear before you and discuss the drug
isotretinoin, commonly referred to today as Accutane.

My No. 1 concern when treating patients, and that of the Acad-
emy’s, is for patient safety. We are committed to ensuring the safe
use of this drug, and we are also committed to ensuring that
Accutane continues to be available to patients who need it.

Like many of my colleagues, I was drawn to the specialty of der-
matology for intellectual as well as personal reasons. As a young
man, I personally suffered from severe cystic acne, and today my
face bears the scars of my battle with this disease.

I have a 20-year-old son who suffers from severe cystic acne, and
I have prescribed Accutane for him. He just finished his second 5-
month course of Accutane at age 20, having taken a previous
course when he was 15.

Acne is not simply a cosmetic problem. This is a disease, and in
some cases a very serious skin disorder. It is the most common
skin disorder of any age group affecting 85 percent of all teenagers,
approximately 20 million Americans. Acne is a disease of the
pilosebaceous unit, the hair follicle, which consists of an oil gland
connected to it, and although found all over the body, these
pilosebaceous units are larger and more numerous on the face, on
the scalp, on the upper back and the chest. There is where acne
is most prevalent.

In normal skin, the oily substance, called sebum, produced by the
sebaceous gland empties onto the skin surface through the opening
of the follicle. So while we do not know exactly what causes acne,
we do know that changes in the lining of this hair follicle occur
that prevent the sebum from passing through the follicle to the
skin surface.

In acne, the cells that line the follicle are shed too quickly and
clump together, and these clumped cells block the follicle so that
the sebum cannot reach the surface of the skin; and then bacteria,
which normally and harmlessly live on the skin surface, begin to
grow in the follicle, and all of these factors together produce the in-
flammation.

Now, dermatologists will classify the type of acne by the presence
of particular types of lesions. And in the written information that
I have provided for you, there is a detailed description of the dif-
ferent forms of acne lesions.

But in addition to these lesions on the skin, acne has a number
of psychosocial effects. Studies have shown that people with acne
suffer from social withdrawal, decreased self-esteem, poor body
image, embarrassment, feelings of depression, anger, and also high-
er rates of unemployment.

As a clinician, I often see patients with moderate to severe acne
who have difficulty in making eye contact when speaking, and
many cannot even bear to look at themselves in the mirror.
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Many people believe that acne is a result of poor hygiene. Dirt
or surface skin oils do not cause acne, and believing this myth can
actually make acne worse because vigorous scrubbing and washing
can sometimes actually irritate and interfere with topical therapy.

Acne is not caused by diet. Extensive scientific studies have not
found any meaningful connection between eating things like fried
foods and chocolate with acne, although in some individual patients
there may appear to be a cause-and-effect relationship.

Acne is not caused by stress, although stress can influence acne
and many other medical diseases.

Some people feel their acne is improved by sunlight, and some
patients do get a temporary drying effect from sun exposure. Sun
exposure should not be recommended as a major treatment for acne
since it can lead to the development of skin cancer.

Dermatologists have a number of effective acne treatments at
their disposal, and after appropriate evaluation a dermatologist
may recommend cleansing agents, over-the-counter medications,
topical and systemic drugs to treat acne. And again, in the written
information supplied there is a more detailed discussion of some of
the treatments.

Nonprescription products, such as cleansers, many over-the-
counter medications, are, in fact, quite effective for mild cases of
acne. In advanced cases, however, some of the stronger cleansers
can irritate the skin and even further aggravate acne.

Prescription products, such as benzoyl peroxide, topical treat-
ments, work by destroying bacteria that are associated with acne
and works well for mild acne if used continuously.

Another product topically that’s available over the counter with-
out prescription, salicylic acid, does help to correct some of the ab-
normal shedding of skin cells and unclogging the pores.

If acne fails to respond to some of these intermediate treatments,
this is the place for the oral vitamin A derivative known as
isotretinoin, or Accutane.

Accutane has proven to be our most powerful weapon against re-
calcitrant cycstic acne and has dramatically changed the way der-
matologists manage this terrible disease. Despite its tremendous
benefits, though, this drug is not prescribed casually. It is a serious
medication. Typically, patients with treatment-resistant acne are
placed on a 5-month course of Accutane, and after usually 2 to 3
months, most patients will begin to see a dramatic decline in the
number of nodules and deep cycstic lesions. A few patients, such
as my son, may require a second course of treatment at a later
time, but generally not more than two courses.

Now, before prescribing the drug, I counsel patients about the
many risks that are associated with Accutane. I instruct them not
to take any vitamin supplements containing vitamin A while tak-
ing Accutane since there may be some additive toxicity. I tell them
to avoid sun exposure. I test the blood to assess liver function if
needed and always test for level of the triglycerides, fatty sub-
stance in the blood, which may be elevated in up to 25 percent of
people who take Accutane.

Of course, women who are pregnant or may become pregnant
during therapy must never take the drug. There is a pregnancy
program that is developed by the manufacturer of the drug which
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I have incorporated into the routine of my office. I speak frankly
to all female patients about the devastating birth defects and dis-
cuss the importance of using two forms of contraception.

And all women of child-bearing potential, that is any female old
enough to have a menstrual period and not surgically sterilized
who is prescribed this drug, must have a negative pregnancy test
prior to receiving their first dose and should not begin their
Accutane until the second or third day of the menstruation.

I am aware of the warnings on the label concerning the changes
in mood, depression, and I monitor my patients’ behavior. I have
a personal belief that it is as important to be up front and honest
with patients about their mood changes, potential depression, just
as objectively as I talk to them about the dryness and chapped lips
which they will get or about the potential elevation in the
triglycerides.

I am aware of the reports that have been mentioned already
today about patients who take Accutane who seem to get mood
changes, who go off it and mood changes get better; they go back
on, and the mood changes can recur. I have had one or two patients
myself who have had that.

I am also aware of suicide of patients who have had severe acne
that have not been prescribed Accutane; mostly young men who—
where the burden of the taunting of their peers was too heavy to
bear.

Far more commonly, however, far, far more commonly, I have
seen the remarkable positive changes in patients’ mood and de-
meanor due to the resolution or significant improvement of their
disease. It is as if a great burden has been lifted from these people,
and their faces and their bodies are cleared of acne.

If I have any doubts about the patient or doubt whether a female
will be compliant about using birth control, or if anyone has an un-
derlying mental health concern or previous history of depression, I
may not prescribe this medication; but I would say that there are
people who have clinical depression and who are on antidepressant
medications for whom I have prescribed Accutane when given ap-
propriate psychological followup.

Given the many benefits of this drug, I am concerned about ef-
forts to create a mandatory registry. A mandatory registry may not
be the best method to improve patient safety. Regulation cannot
and must not be substituted for the frank, personal and complete
discourse inherent in the physician/patient relationship.

To this date, it is my understanding that the FDA has mandated
only one mandatory physician/patient pharmacy registry system for
the drug called thalidomide. This drug, there has only been 11,000
patients registered over the last 2 years. Now Accutane, on the
other hand, is prescribed to nearly 500,000 new patients annually;
a tremendous high number compared to thalidomide, mostly by
practitioners in private practice. If there were a registry program
that was instituted, the economic burden and administrative bur-
den of this would be tremendous for patients, for physicians, for
pharmacists, let alone the tremendous increase in the cost of ther-
apy.

Education of all parties, physicians, patients, nursing staff, medi-
cal support personnel, pharmacists, is paramount and must be an
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ongoing enterprise. Efforts to educate patients should be and have
been reevaluated and improved, and new knowledge must be incor-
porated into physician practices.

Continuing medical education and nursing education programs
are and continue to need to be amended to assure that new infor-
mation is disseminated to all. This is how it should be; and edu-
cation and not regulation is how we will further reduce the small
number of inadvertent pregnancies and the psychological events
that are occurring.

Thank you again for allowing the American Academy of Der-
matology to appear before you today, and I will be glad to answer
any questions at this time.

Mr. BURTON. Thank you.

[The prepared statement of Dr. Pariser follows:]
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Good afternoon, Mr. Chairman and members of the Committee. My name is David M.
Pariser, M.D. I am a dermatologist in private practice in Norfolk, Virginia. [am also
the Chief of Dermatology and a professor of dermatology at the Eastern Virginia
Medical School in Norfolk and am on staff at four Norfolk area hospitals.

Since becoming a dermatologist, I have participared in over 150 research projects and
clinical frials. I have participated in numerous acne clinical trials for variety of
pharmaceutical companies, including three trials funded by Roche Pharmaceuticals.
Although I have received funding in the past through the National Institutes of Health, I
have pot received funding from that agency in the past year.

In the 24 years that I have practiced dermatology, I have treated thousands of acne
patients. The severity of the disease in these patients varied, and I have used a number
of different treatment regimens to treat the disease.

In addition to my medical duties, I am a member of the Board of Directors of the
American Academy of Dermatology. The Academy is the largest dermatological
association in the United States and our mission is to promote and advance the highest
possible standards in clinical practice, education and research in dermatology and
related disciplines. On behalf of over 13,000 members of the American Academy of
Dermatology and our millions of patients, 1 wish to express my appreciation for your
invifation to appear before you today.

Like many of my colleagues, I was drawn to this specialty for both intellectual as well
as personal reasons. As a young man, I suffered with severe acne and today my face
bears the scars of my battle with this disease. If you were to attend any meeting of the
Academy, you would notice that many of my colleagues have the same appearance.

Acne is not simply a cosmetic problem. Acnpe is a disease, and in some cases a very
serious skin disease. Acne is the most common skin disorder of any age group and
affects 85% of all teenagers, or more than 20 million Americans. In about 30% of
acne cases, mostly women, the disease persists well into adulthood. It is not
uncommon for dermatologists to have acne patients who are in their 30s and 40s.

Acne has a significant impact on our economy. Each year, Americans spend well over
$100 million for nonprescription acne treatments alone. Hundreds of millions more are
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spent each year on special cleansers and soaps, prescription therapies, and physician
visits. Time lost from school and work is also significant.

But what is acne, and how is it caused? Acne is a disease of the pilosebaceous units.
The pilosebaceous unit consists of an oil gland (the sebaceous gland) connected to a hair
follicle. Although found all over the human body, pilosebaceous units are larger and
more numerous on the face, scalp, upper back and chest - the same areas of the body
where acne is more prevalent.

In normal skin, the oily substance produced by the sebaceous gland empties onto the
skin surface through the opening of the follicle. While we do not know the basic cause
of acne, we do know that changes in the lining of the hair foilicle occur that prevent the
sebum from passing through the follicle to the skin’s surface. In acne, the cells that
line the follicle are shed too quickly and clump together. These clumped cells block the
follicle’s opening so that the sebum cannot reach the surface of the skin. Bacteria that
normally and harmlessly live on the skin, called Propionibacterium acnes, begin to
grow in the hair follicle. These bacteria produce chemicals that cause inflammation.
Inflammation is a response to disease or injury that is characterized by swelling,
redness, heat and pain.

There are a number of different types of lesions associated with acne. They are catled
comedones, papules, pustules, and nodules or cysts. Comedones are simply enlarged,
non-inflamed hair follicles that are plugged with oil and bacteria. A closed comedo,
also known as a whitehead, appears on the skin surface as small whitish bumps. An
open comedo is also known as a blackhead because it Iooks black on the skin’s surface,
The black coloration of an open comedo is not due to dirt, but discoloration of the
scbum.

Inflamed lesions vary in severity. Papules are more serious lesions than whiteheads or
blackheads. Papules are inflamed comedones that appear as pink bumps on the skin
and can be painful to the touch. More serious are pustules and nodules. Pustules are
inflamed puss-filled lesions that resemble whiteheads, but with a red ring around the
base. Nodules or acne cysts are the most serious of acne lesions. A nodule is a large,
deep-seated, puss-filled, often painful lump. Acne with nodules often results in
permanent scarring and requires treatment by a physician.

A dermatologist will classify the type of acne by the presence of particular types of
lesion. Papulopustular acne also known as acne vulgaris is characterized by the
presence of comedones and mildly inflammatory lesions. The severity of a case of
papulopustular acne is determined by the ration of comedones to papules and pustules.
The higher the numbers of inflammatory lesions that are present on the skin, the more
severe the acne.
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Nodulocystic acne is more severe than papulopustular. As mentioned, these lesions are
large, inflamed and extremely painful. The potential for permanent scarring is greatest
with nodulocystic acne. Scarring occurs as a result of a flaw in the skin’s healing
process. As the skin tries to heal itself from the ravages of the nodules, pitting
develops in the skin.

The most severe, and fortunately rare, inflammatory form of acne is called acne
conglobata. In this form of the disease, comedones with multiple openings, nodules,
abscesses and draining sinus tracts are present. Acne nodules are connected beneath the
skin’s surface to other nodules and bacterial infection is also present. This type of acne
develops primarily on the back, buttocks and chest. It is extremely difficult to treat and
sometimes requires surgery. Scarring is often very severe and keloidal. This type of
acne is found in adults and not teenagers, primarily in males.

In addition to the lesions on the skin, acne has a number of psychosocial effects. Dr.
Sulzberger, a renowned dermatologist, once said this about acne: “There is no single
disease which causes more psychic trauma, more maladjustment between parents and
children, more general insecurity and feelings of inferiority and greater sums of psychic
suffering than does acne.”

We now appreciate the significant impact that acne and acne scarring have on a
person’s outlook on life. Recent studies have shown that people with acne suffer from
social withdrawal, decreased self-esteem, reduced self-confidence, poor body image,
embarrassment, feelings of depression, anger, preoccupation, frustration, and higher
rates of unemployment. These effects are interrelated, and may have a crippling impact
on a young person’s social life, academic achievement, and job status.

As a clinician, I often see patients with moderate to severe cases of acne that have
difficulty making eye contact when speaking, look downwards when I speak to them,
and often mumble their responses. Many often cannot bear to look at themselves in the
mirror. These psychosocial symptoms are often exacerbated if the patient believes
many of the lingering myths about the disease - that their case of acne is their fault.

Many people believe that acne is the result of poor hygiene. Dirt or surface skin oils
do not cause acne. Believing this myth can actually make acne worse as vigorous
washing and scrubbing will irritate the skin. Skin should be gently cleansed twice a day
with a mild soap, patted dry, and if needed treated with an appropriate medication.

Acne is not caused by diet. Extensive scientific studies have not found a connection
between eating fried foods or chocolate and acne. Of course, eating a balanced and
nutritious diet always makes sense, but making a teenager feel guilty about the french
fries that he ate for lunch is of no value in the fight against acne.
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Acne is not caused by stress, although stress can influence acne. The ordinary stresses
of day-to-day living do not cause acne. However, there are some stress disorders and
forms of mental illness that are linked to the development of acne, For example,
bipolar disorder, also called manic depression, is often treated with lithium and other
potent drugs. Acne is sometimes a side effect of these drugs.

Acne is not improved by sunlight. While some patients do get a temporary drying
effect from sun exposure or exposure to the ultraviolet radiation of a tanning bed, this
effect is both short-lived and dangerous, as exposure to the harmful rays of the sun and
tanning beds is linked to the development of skin cancer.

Another myth about acne is that you have to let it run its course. The truth is much
more encouraging. There are a number of systemic and topical treatments that are
currently available to treat acne. There is no reason that a teenager or adult should
endure acne or run the risk of acne scarring today.

Your dermatologist has a number of effective acne treatments at their disposal. After
appropriate evaluation, your dermatologist may recommend certain cleansing agents,
over the counter medications or may prescribe more potent topical and systemic drugs
to treat your acne. Your dermatologist can also help you to make more informed
decisions on appropriate water-based, oil-free makeup and concealers.

Nonprescription products acne products include cleansers advertised for the treatment
for acne. In mild cases of the disease, these cleansers may be helpful. In more
advanced cases, however, these cleansers may irritate the skin and further aggravate the
acne. Other nonprescription products include benzoyl peroxide, a topical treatment that
works by destroying the bacteria associated with acne. This product does work well for
mild cases of acne, if used continuously. However, benzoyl peroxide has no effect on
sebum production and does not slow the shedding of cells in the follicle that are
responsible for blocking the follicle. Another product, salicylic acid, does help to
correct the abnormal shedding of cells and unclogging pores. This product also has its
shortcomings, as salicylic acid does not slow sebum production and like benzoyl
peroxide must be used continuously. Stronger versions of both of these drugs are also
available by prescription.

A variety of topical and systemic prescription treatment regimens are available. These
drugs have varying mechanisms of action and all have side effects. Some drugs may be
prescribed in combination with other drugs.

Topical creams such as adapalene, azeliac acid, tretinoin, and tazarotene are prescribed
to unblock oil ducts. Adapalene is a retinoid-like compound that normalizes the
differentiation of follicular epthethial cells resulting a decreased formation of
comedones. Individuals using adapalene are advised to avoid the sunlight and tanning
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beds and products containing salicylic acid. Drying, itching, scaling and burning are
common side effects of this product.

Azeliac acid is a naturally occurring saturated dicarboxylic acid. Azeliac acid acts as
an antimicrobial, and itching, burning, stinging and tingling are common side effects.
In rare cases use of azeliac acid has resulted in contact dermatitis.

Tretinoin is a topical retinoid that decreases the cohesiveness of follicular epithelial
cells, stimulating mitotic activity in these cells and causing the extrusion of the
comedones. As with adapalene, patients must avoid sun exposure and the drug must
not be used on sunburned skin. Although true contact allergy to the product is rare,
individuals with sensitive skin may suffer blistering and redness using the drug.

Tazarotene is a member of the acetylenic class of retinoids and is also prescribed for
patients with psoriasis. Commnon side effects include desquamation, burning/stinging,
dry skin, erythema and itching. More rare side effects include skin pain, fissuring,
localized swelling and skin discoloration.

There are also topical sulfur preparations that are prescribed for acne. The exact mode
of action for these agents is unknown, but it is believed that topical sulfur drugs both
inhibit the growth of P. acnes and the suppress formation of free fatty acids in the
sebum. Local irritation is a side effect and these drugs have also been linked to life-
threatening or less severe asthmatic episodes in susceptible people.

Antibiotics are also frequently prescribed for acne patients. Antibiotics may be topical
or taken orally (systemic). Antibiotics work by killing the P. acnes bacteria. Topical
products are available in gels, creams and lotions. Systemic antibiotics are prescribed
for more severe forms of acne, as topical antibiotics are limited in their ability to
penetrate the skin. Of course, antibiotics do not address the other causative factors in
acne and have significant side effects. Antibiotic resistance is also on the rise.
Antibiotics must not be prescribed to women who are pregnant and some antibiotics
may reduce the effectiveness of oral contraceptive pills, thereby increasing the risk of
pregnancy during treatment,

Oral contraceptives are also prescribed to female patients to help counteract the effect
of male hormones or androgens on acne. The maximum benefit of oral contraceptives
on acne is usually realized in 3 to 4 months. Corticosteroids are an anti-inflammatory
medication and may be injected by a dermatologist into very severely inflamed acne
lesions to help heal the lesion.

If the acne fails o respond to these intermediate treatments, I will then prescribe an
oral Vitamin A derivative known as isotretinoin or more commonly known as
Accutane. I believe that Accutane should only be prescribed by dermatologists, who
have a special competence in the diagnosis and treatment of skin diseases, especially
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recalcitrant cystic acne. This is to ensure the safety of the patient, which must always
be our top concern.

Accutane has proven to be our most powerful weapon against recalcitrant, cystic acne,
and has dramatically changed the management of this disease. Despite its tremendous
benefits, I do not prescribe this drug casually - it is a serious medication. However, I
do believe that the benefits of this drug far outweigh its risks - if I did not, I certainly
would not have altowed my son, who suffers from acne, to take this drug. My son
recently completed a five-month course of therapy with Accutane.

Typically, patients with treatment resistant acne are placed on a five-month course of
Accutane therapy. After several months on the drug, most patients will see a dramatic
decline in the number of nodules. In a few cases, patients may require a second course
of treatment.

This drug has a number of side effects, as all drugs do, some of which are significant.
The most common side effects are mild or moderate in intensity and include dry skin,
nasal dryness, and chapped lips. Some patients also complain of fatigue.

Before prescribing the drug, I counsel my patients about the risks associated with
Accutane. [ instruct them to not to take any vitamin supplements containing Vitamin A
while taking Accutane. I tell them to avoid sun exposure while on the drug, a
recommendation common to many acne treatments. I test their blood to assess their
liver function and the level of their triglycerides. I warn them that they may have
problems wearing their contact lens when taking Accutane and to see their
ophthalmologist about obtaining eyeglasses.

Of course, this drug must never be taken by women who are pregnant or who may
become pregnant during therapy. I have systematized the pregnancy prevention
program developed by the manufacturer into the routine of my office. I speak frankly
to my female patients about the devastating birth defects associated with the use of this
drug, and the importance of not becoming pregnant while taking this medication. I also
discuss the importance of using two, not one, forms of contraception during the course
of treatment — one hormonal form of birth control as well as a barrier method. All
women who are prescribed the drug must first have a negative pregnancy test prior to
receiving their prescription and are told not to begin treatment until the second or third
day of their next menstruation.

I am aware of the warnings on the label concerning changes in mood, which were
added to the label in August 1986, including depression, and monitor my patient’s
behavior. These changes did educate physicians to look for mood changes in their
patients. I have heard anecdotes from colleagues who have had patients who responded
negatively to the drug, and whose mood recovered after therapy was stopped. These
stories are fortunately very rare. I am also aware of cases of suicide in patients with
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severe acne who have not been prescribed Accutane - young men for whom the burden
of the taunting of their peers grew too heavy to bear. Fortunately, these too are rare.
More commonly, I have seen the remarkable, positive changes in a patient’s mood and
demeanor due to the resolution of their disease. It is as if a great burden had been
lifted as their faces and bodies cleared of the acne. Clearer skin facilitated social
interaction, academic standing improved, and older patients felt more confident in their
careers. However, the Academy believes, and I share this sentiment, that more study
on the psychiatric effects of this drug should be undertaken.

If I have any doubts about my patients, whether I doubt that she will be compliant in
using reliable birth control or if he has an underlying mental health concern, I will not
prescribe this medication. Indeed, the physician education materials provided by the
manufacturer clearly instruct physicians not to prescribe this drug if they have any
doubts whatsoever. Should I note an adverse reaction in any of my patients taking
Accutane, 1 alert the FDA’s MedWaich program (which can be done by phone, fax,
letter or email} and I contact Roche Medical Services using their toll-free number.

Given the many benefits of the drug, I am concerned about efforts by the FDA to
substitute regulation for education. The creation of a mandatory registry is not the best
method to improve patient safety. Regulation cannot and must not be substituted for
the frank and perscnal discourse inherent in the physician/patient relationship.

To date, the FDA has mandated only one mandatory physician/patient/pharmacy
registry ~ for thalidomide. Access to the drug is limited, as only physicians who are
registered may prescribe the drug and pharmacists who are registered dispense the
medication. There are very few, if any, physicians in private practice who are
registered to prescribe thalidomide. Of the 57,000 dispensing pharmacies in the United
States, only 8,000 initially enrolled in the registry and only 4,000 remain, due to the
prohibitive costs associated with the registry. Also, very few patients have been
enrolled in the thalidomide registry — 11,000 over two years,

Accutane, on the other hand, is prescribed to nearly 500,000 new patients annually and
is a drug prescribed mainly by practitioners in private practice settings. Nearly 50% of
the members of the American Academy of Dermatology are solo practitioners and 27 %
of dermatologists practice in offices with two dermatologists. Few dermatologists are
in large single or multi-practice settings and fewer still are in academic practices. Solo
practitioners do not have the flexibility or resources to hire an individual solely
dedicated to overseeing compliance with a mandatory registry, as would a physician in
an academic setting with greater resources at his/her disposal. Therefore, the treating
physician would be compelled to refer their patient to a complete stranger for
dispensing of the drug. The patient would then be forced to have one of the most
private of discussions with a doctor who is a stranger and who has not earned their
trust. The psychological effect of this change would certainly have a chilling effect on
the tone and content of this conversation.
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Education, of all parties - physicians, patients, nursing staff and other medical support
personnel — is paramount and must be an ongoing enterprise. Efforts to educate
patients should be, and have been, reevaluated and improved and new knowledge must
be incorporated into our practices.

New information about fertility and patient understanding about the efficacy of certain
forms of contraception has been included in the new Accutane targeted pregnancy
prevention program and physicians, nurses and other office staff must be educated
about this new information so that we may begin to implement these recommendations.
Continuing medical education and nursing education programs are being amended to
ensure that this new information is provided to all. This is how it should be. This is
how we will further reduce the very small number of inadvertent pregnancies that
continue to occur. Substituting a mandatory registry over a redoubled physician and
patient education effort is no guarantee of success.

I am also concerned that the effects of a registry may have unforeseen consequences for
the care of patients with other diseases. The National Institutes of Health and academic
health centers are supporting research projects that examine the efficacy of this drug for
a number of different diseases, including rosacea, ichthyosis, neuroblastoma,
sarcoidosis, the prevention of skin cancers in individuals with xeroderma pigmentosum
and nevoid basal cell carcinoma syndrome, and emphysema. Indeed, the Italian
counterpart to the FDA recently approved Accutane for use as a preventative treatment
for neuroblastoma. Institution of a mandatory registry could have a chilling effect on
this type of research.

Thank you again for providing the American Academy of Dermatology with the
opportunity to appear before you today. I would be most happy to answer any of your
questions.
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Mr. BURTON. Mr. Jacobs.

Dr. JAcoBs. Thank you, Mr. Chairman, and good afternoon, and
other members of the committee. I am Douglas Jacobs. I am a psy-
chiatrist on the faculty of Harvard Medical School. I am also execu-
tive director of the National Depression Screening Day, which is a
nonprofit organization which does receive several Federal grants.

My interest in suicide began—and I am going to be summarizing
my statement rather than reading it. Excuse me. My interest in
suicide began in 1972 when my first patient who I was caring for
hung himself in a hospital only to be saved by another patient. As
a young physician, psychiatrist in training, that was an over-
whelming experience for me, and obviously for my patient. When
I interviewed my patient, he said to me, I have been a bad patient.
I thought to myself, no, I have been a bad doctor.

That experience has stimulated and propelled my entire career.
I have devoted myself to the understanding of suicide. I have
learned a lot. There is still a lot to learn.

In that context, I have examined—I have treated suicidal pa-
tients, I have done research, and I have edited several textbooks.
As part of this journey, I have also become very interested in the
problem of depression. Depression in the 1980’s, with studies from
the National Institute of Mental Health, it was determined it was
underdiagnosed and undertreated. And since depression is clearly
linked to suicide, although not a cause of it per se, it was in that
context that I decided to try out a model of screening for depres-
sion, and this might answer some of the questions of Mrs. Morella
and Mr. Horn, that could we screen for depression like we screen
for other medical disorders? And it has been an experiment; I think
it is an experiment that has succeeded in the sense that we can
do it. The problem is that there is much more to be done.

For example, of the 20 million Americans who experience depres-
sion each year, less than 20 percent are in active treatment. So we
have many Americans, including young people, if we look at young
people, and there are approximately 20 million 15 to 19-year-olds,
their prevalence of depression is about 6 percent, which means
about a million young people that age experience depression each
year, and of that group only 200,000 or so get treatment. Many of
them end up in physicians’ offices. Many of them end up not get-
ting treatment.

In order to answer your question, Mr. Horn, about 2,000 of that
group goes on to commit suicide each year, and I will explain that
the suicides that I have looked at in Accutane work are no different
than the suicides that are occurring throughout America. And it is
in that context that I have also formed a high school depression
screening program and a suicide prevention program called SOS,
Signs of Suicide, in which we are trying to communicate to young
people that it is better to have a mad friend than a dead friend,
because as young people who don’t let their families know, the sui-
cides occur out of the blue, and we see it—we see a suicide occur-
ring.

I was asked by Roche to evaluate the suicide and depression re-
ports and the Medwatch reports. I have been a consultant to them,
but I am here today at your invitation.



58

Let me say in order to first understand suicide, to put it in some
perspective demographically, suicide is the eighth leading cause of
death. There are about 30,000 suicides each year. In the young
population, ages 15 to 24, it is the third leading cause of death.
Suicide rose dramatically in that age group from 1950 to 1980,
where it tripled. Since 1980 to now, it has remained about the
third leading cause of death. It is clearly something that we have
to address.

Depression, as I indicated, occurs in about 6 percent of the popu-
lation. What we know about suicide is that from a clinical perspec-
tive, it occurs with severe depression. The majority are not in men-
tal health treatment. The majority have seen a physician within
the last 6 months. The majority are male. The majority commit sui-
cide on their first attempt.

If one looks just at the profiles of the Accutane suicides, just
from a demographic standpoint, that is what we see: The majority
are male, they are not in treatment, it is their first attempt.

If we could show table 1, and I think you all have this, but this
is a graph to illustrate the complexity of suicide. It is a multifacto-
rial event. No 1 factor causes suicide, and there are 12 or 14 fac-
tors. I have put this specific to adolescents who do have age-specific
stressors of self-esteem and image related to severe acne, academic
problems, disciplinary crisis, humiliation.

When I was asked by Roche to look at these spontaneous reports,
I said to myself, well, how could Accutane cause suicide? So from
what I know about suicide, I said, well, does it somehow affect sui-
cidal behavior? Does it cause impulsiveness? Does it affect the
neurobiology? And does it cause psychiatric illness?

That’s my orientation since I didn’t see how it could relate to any
of these other factors.

In terms of neurobiology, and, again, what we know about de-
pression, and, again, I will talk specifically about that, we believe
that there is some alteration of the brain messenger chemicals that
affect our mood centers. We do not believe that isotretinoin,
Accutane, affects the neurotransmitter system causing some alter-
ation that would lead to a depressive illness.

Impulsiveness, again, is related to neurobiology. There is no evi-
dence that there is any neurobiologic substrate causing impulsive-
ness.

In terms of suicidal behavior, and this really relates to what we
see in the spontaneous reports, and there is not a one-to-one rela-
tionship between suicidal ideation, suicide attempt and suicide, of
the 5 million Americans who have suicidal ideation, less than
30,000 go on to complete suicide. And out of that group, we believe
about 600,000 attempt suicide.

In the Medwatch reports there are categories of suicidal ideation.
The problem in evaluating those is that suicidal ideation from a
clinical standpoint is defined as thoughts of suicide accompanied by
an intent to die, whereas thoughts of death—which has a preva-
lence of about 2.6 percent. Thoughts of death has a prevalence of
about 28 percent. So what is in the Medwatch—spontaneous re-
ports may or may not be suicidal ideation. The same for suicide at-
tempts.
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Let me just say, and I know it is—it is not a chart that I in-
cluded, but if one were to simply look at the Accutane series of
events that I believe are on Congressman Stupak’s Web site there
are various numbers listed. If one took the prevalence that I am
reporting to you today, the numbers reported in these events are
much, much smaller. For example, there are a total of 155 cases
of suicidal ideation. In terms of prevalence, just in terms of the
base population, one would anticipate 390,000 cases of suicidal ide-
ation. In terms of hospitalization, there is 475. In terms, again,
prevalence, one would anticipate 13,500.

Now this gets to psychiatric illness. Psychiatric illness is clearly
the No. 1 risk factor for suicide, yet the majority of Americans, for-
tunately, with psychiatric illness—which is also part of the hope
when I am consulted that just because you have a psychiatric ill-
ness, you are not fated to die by suicide—that of the 20 million
Amel("licans who experience depression, less than 20,000 go on to
suicide.

What we have heard today, descriptions of depression, I thought
I would try to define what we mean and what is depression and
what is depressive symptoms, and if we could show the next chart,
the American Psychiatric Association has developed a diagnostic
and statistical manual which has a criteria for depression that
really states that there has to be physical—social and occupational
impairment for a 2-week period of time with five of these nine
symptoms.

What is important here is that there are multiple symptoms; not
only emotional symptoms such as depressed mood and loss of inter-
est, but cognitive, the way one thinks about oneself, their bodily
changes, and then the most serious, thoughts of death or suicide.

When looking at the issue of the spontaneous reports in terms
of depression, the question is, is this depression, or is this the
blues, or are these just moods changes? In the majority of cases,
in my opinion, what we are seeing are mood changes. They do not
satisfy criteria for clinical depression.

There were some comments made earlier about positive chal-
lenges and dechallenges. I have looked at all of those cases. Again,
the majority of those cases, the mood symptoms go away without
specific treatment once, quote, the drug is stopped. That would not
be the case if this were clinical depression. Clinical depression has
a time course of 6 to 9 months; where in the values of treatment,
specific psychiatric treatment, is that improves treatment in 1 to
2 months.

Mr. BURTON. Excuse me, Doctor. Could you summarize relatively
soon because we want to make sure we get to everybody.

Dr. JAcOBS. In terms then of the specific suicide cases, the spon-
taneous reports I looked at in terms of gender, the relationship to
on/off Accutane, the issue of concealment of symptoms, and then
the issue of does Accutane exacerbate underlying illness.

It was my conclusion that the gender distribution is the same;
that there was a report of temporal association, that some commit-
ted suicide on Accutane, some off Accutane. There is no predomi-
nance. A compelling series of cases are a group of cases, and there
are about 10 to 12 of them, who had underlying psychiatric illness.
They were given Accutane from anywhere from 6 months to 18
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months. They didn’t develop any symptoms, no exacerbation of
their pyschopathology. Anywhere from 6 to 10 years later, they
committed suicide. To me, this is as close to a—obviously, it is not
a study per se, but if one were designing a study of saying giving
a drug to an adverse group, that causes suicide, this didn’t happen.

If T could just read the last part. You have asked my thoughts
on the adequacy of a passive adverse event reporting system in this
context. Although I am not an expert in adverse event reporting
mechanisms generally, I believe that in this matter the adverse
event reporting system has performed its function of providing a
signal of a potential issue. In light of the overall incidence of these
conditions, the appropriate focus is on the education of prescribers
and patients as well as further study, scientific study, and analysis.

In conclusion, although the current scientific evidence does not
support a causal link between Accutane, depression and suicide,
given the clinical population in dermatology and in all medicine in
terms of where I am committed in terms of my career, it is still
important for health professionals to be aware of psychiatric risk
factors. Monitoring patients for depression, depressive systems and
suicidal ideation can help identify any patients who may be at risk
and improve patient care by facilitating appropriate diagnosis and
treatment of patients experiencing clinical depression.

It is my understanding that enhancements are being imple-
mented in the communication of psychiatric information to
Accutane prescribers and patients. I welcome these efforts, and I
believe they will have a beneficial impact on the dermatologic pa-
tient population as a whole.

Thank you for this opportunity.

Mr. BURTON. Thank you, Dr. Jacobs.

[The prepared statement of Dr. Jacobs follows:]
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Mr. Chairman and Members of the Committee, thank you for the opportunity to testify
before the Committee on Government Reform on issues related to Accutane (isotretinoin),
depression and suicide. I am an Associate Clinical Professor of Psychiatry at Harvard Medical
School, where my major research interests have been the study of the phenomenon of suicide and
the evaluation and treatment of suicidal patients. My work has included using principles of a
psychological autopsy in reviewing over 300 suicides on an intensive basis. I have served as a
consultant to Hoffmann-La Roche in the clinical review and evaluation of reports of suicide in
the isotretinoin-treated patient population, and I recently presented that clinical review to the
Food and Drug Administration’s Dermatologic and Ophthalmic Drugs Advisory Committee.

Over the past decade and a half, reports have emerged proposing a possible link between
isotretinoin and depression, suicidal ideation, and suicide. In my statement today, I would like to
review the clinical features of depression and suicide, and then provide an overview of my

clinical analysis of suicide reports in the Accutane patient population. As I will explain, based
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on a careful review of the variety of factors relevant to suicide and the relevant suicide reports, it
is my conclusion that Accutane use is not causally linked to suicide.
Suicide: An Overview

Although the base rate of suicide in the United State has remained unchanged since 1979,
averaging between 11.9 and 12.1 per 100,000 people, with an annual incidence rate of suicide of
less than 0.01%, the demographics of suicide have changed substantially over the last quarter
century. Currently, 50% of all suicides are under the age of 40. The suicide rate for those age
15-19 has increased over the past 25 years and suicide is the third leading cause of death for this
age group, the population most likely to be treated with Accutane.

Suicide is a complex and multi-causal event (see Table 1). There are typically many
factors and circumstances involved in the suicide of a particular individual, and there is no single
variable that allows us to predict who will and who will not suicide. While there have been
studies on the putative biological substrates associated with suicide, we can not determine
precisely one neurologic or biologic pathway to the act of suicide.

Suicide risk factors include the presence of psychiatric illness, life stressors, family
history of suicide, the presence of hopelessness, access to weapons, and the presence of a
comorbid medical condition. No one factor, however, even psychiatric illness, can predict or
determine suicide. Although 90-95% of people who commit suicide have some form of
psychiatric illness, generally depression, alcoholism or schizophrenia, the majority of people
with these disorders do not kill themselves. Therefore, while we consider psychiatric illness a
necessary but not sufficient condition for suicide, it is a distal risk factor and not the sole factor
related to suicide.

Suicide is generally associated with clinical depression, although the majority of people

who commit suicide are not in mental health treatment at the time of death. Despite the fact that
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most people who commit suicide are not receiving mental health treatment, 75% have seen a
physician in the previous six months. The majority of these individuals have seen a physician
for a physical complaint, rather than a mental health complaint.

To date, no drug product has been found to cause suicide. Although certain drugs have
been accused of such an association, there is no evidence to support these claims.

Suicidal Ideation and Suicide Attempts; Definitional Issues

Studies indicate that approximately 5 million adults in the U.S. experience suicidal
ideation each year, a prevalence of 2.6%. Suicidal ideation is specifically defined as not only a
fleeting thought of suicide, but an active wish to die and an active thought of one’s own self-
annihilation. A non-specific version, which is less clinically significant, refers to just thoughts of
death and has a prevalence of 28%. It is this version that appears in most of the spontaneous
reports.

It is estimated that for each completed suicide there are approximately 18 to 23 suicide
attempts, resulting in a 0.3% annual prevalence of suicide attempts, or 600,000 suicide attempts
annually. Although a previous suicide attempt is a risk factor for suicide, 90% of those who
attempt suicide do not go on to complete suicide. Definitional issues are again important in
understanding the Medwatch reports.. The basic distinction is self-destructive behavior that is
accompanied by suicidal intent versus self-destructive behavior that is reported regardless of
intent to die. This has particular relevance in the youth population. The suicide attempts or self-
destructive behaviors that are described in the reports generally do not refer to the presence or
absence of the intent to die.

Depression and Suicide
In examining depression in relation to isotretinoin, it is important to distinguish between

depression and “the blues.” Whereas depression is a whole body illness that includes both
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physical complaints and mood disturbances, the blues refers simply to changes in mood and
affect. In addition, while depression can result in suicide and may include suicidal ideation as 2
symptom, the blues rarely produce suicidal thoughts. While approximately 6-8% of the U.S.
population currently has depression, mood symptoms consistent with the blues are experienced
by 25% of the population at any given time.

Biologically, it is hypothesized that depression is associated with altered functioning of
neurotransmitters. Psychologically, negative life experiences can exacerbate or precipitate
depressive episodes. The etiology of depression is complex, however, and it must be kept in
mind that personality, developmental, genetic, and environmental factors all play a role in the
onset of depression. There is a strong genetic component to depression and a family history of
major depression is a risk factor.

Depression is characterized by nine criteria, five of which must be met for a diagnosis of
depression (see Table 2). The first two symptoms, depressed mood and loss of interest in life
and activities, are key, and one must be present for a diagnosis of depression. In addition, four of
the additional seven criteria must also be present. All criteria must be present for a two-week
period. One of the major difficulties in recognizing and diagnosing depression is that many of
the symptoms, such as appetite and sleep changes, are non-specific and are present in a number
of emotional and physical disorders. In addition, the somatic complaints that accompany
depression are cften mistaken for signs of physical illness and a diagnosis of depression is
overlooked.

Isotretinoin: Examining the Data

In looking at the signal of psychiatric events in the isotretinoin patient population, it is

important to note that the reports of depression in the Medwatch reports and in the literature on

isotretinoin are below the background incidence of depression for the general population. The



65

depressions that are reported are typically not severe and do not meet the full criteria for clinical
depression. Because the patients were not evaluated psychiatrically prior to the onset of their
mood disturbances, it is difficult to evaluate how drastic the mood changes truly were and
whether or not they were pre-existing. Many of the patients were not treated for depression,
even though depressive symptoms were reported. Had these patients been suffering from clinical
depression, treatment would have been required to alleviate the symptoms. In fact, many of the
patients remained on isotretinoin without exacerbation of their depressive symptoms.

In the original controlled clinical trials of isotretinoin there were no diagnoses of
depression. In the subsequent studies, up to 5.5% of the patients reported major depressive
symptoms, some of which were confirmed by a psychiatrist. None of these patients required
antidepressants according to the physician's reports. In another study, only 1% reported
depressive symptoms but, again, none required antidepressant treatment, indicating a low level
of severity of depressive symptoms. Therefore, while these patients may have had depressive
symptoms, there is not conclusive evidence that they had a major depressive disorder.

In addition, as previously mentioned, confounding factors may result in depressive
symptoms without the presence of clinical depression. Although in the dechallenge and
rechallenge reports in the Medwatch reports, the changes in mood and the temporal relationship
to isotretinoin may have met some of the criteria for a Substance-Induced Mood Disorder (drug-
induced depression), serious questions still remain. The clinical significance of this observation
is uncertain in light of the often cyclic nature of these symptoms or diseases. For example, there
are no reported studies or observations which suggest an association between Substance Induced
Mood Disorder and suicide. Furthermore, this diagnostic category fails to account for potentially
confounding variables and risk factors and is generally attributed to substances used in abuse. In

particular, in the majority of Medwatch reports, we do not have the patients’ complete histories
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and, therefore, do not know if they had any pre-existing depression, other psychopathology or
genetic predisposition and thus cannot use them to assign a diagnosis such as Substance-Induced
Mood Disorder {drug-induced depression).

Based upon my review, the suicides in the Accutane-treated population, as recorded in
the Medwatch reports, are consistent with what we know about suicide. There were multiple
scenarios, generally involving a psychiatric illuess, family history of depression or suicide,
family problems, concurrent medication, and other confounding factors. The average age and
gender -- young and male -- of the victims were consistent with the typical profile.

Although many of the Medwatch reports from families indicated that the suicide
appeared to come “out of the blue,” this is not atypical of suicide cases in general. Despite the
fact that 70% of people who commit suicide communicate their suicidal intent, young people in
particular often discuss it with friends rather than family, or keep it suppressed. This means that
many families are not aware of their child’s suicidal thoughts and do not recognize the warning
signs of the impending suicide. In fact, many of the cases reported in the Medwatch reports
appear to have exhibited other, preexisting risk factors for suicide that remained unrecognized or
undiagnosed. If a full psychological autopsy, which examines multiple factors, were to be
performed, the cause of suicide in these patients would not be viewed as associated with
isotretinoin, but rather to the myriad of other factors that indicated suicide risk.

Finally, there is no evidence that there is a biochemical basis for Accutane to be
associated with depression, suicide, or suicide attempts. While there is evidence that suggests
that clinical depression is associated with an alteration in the neurotransmitter system, there are
no current data to conclude that isotretinoin causes such alterations. Although the retinoids may
have some postulated relationship to CNS functions, and it remains a rare possibility that

isotretinoin may be associated with some mood symptoms in certain individuals, the evidence
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does not suggest a causal link between isotretinoin and major depression or suicide. In addition,
there is no evidence that the reported mood symptoms are of clinical significance.
Conclusion

In summarizing my findings on the Medwatch reports, I examined various categories in
terms of their relationship {o isotretinoin use; demographics, confounding factors, pre-existing
psychiatric history, concealment of symptoms and no apparent psychopathology. There was no
alteration in the gender distribution in the suicide cases. There was no significant impact in
terms of the suicides occurring on or off Accutane. There was no exacerbation of underlying
psychiatric disorders. The lack of waming signs seen in many of the cases is consistent with
what we know about youth suicide.

You have asked for my thoughts on the adequacy of a passive adverse event reporting
system in this context. Although I am not an expert in adverse event reporting mechanisms
generally, I believe that in this matter the adverse event reporting system has performed its
function of providing a signal of a potential issue. In light of the overall incidence of these
conditions, the appropriate focus at this point is on education of prescribers and patients as well
as further scientific study and analysis.

In conclusion, although the current scientific evidence does not support a link between
isotretinoin and depression, snicidal ideation, or suicide, given the clinical population in
dermatology, it is still important for health care professionals to be aware of psychiatric risk
factors. Monitoring patients for depression, depressive symptoms, and suicidal ideation can help
identify any patients who may be at risk and improve patient care by facilitating appropriate
diagnosis and treatment of patients experiencing clinical depression. It is my understanding that

enhancements are being implemented in the communication of psychiatric information to
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isotretinoin prescribers and patients. I welcome these efforts, and I believe they will have a
beneficial impact on the dermatological patient population as a whole.
Thank you for the opportunity to provide this statement. I will be happy to take

questions.
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TABLE 2

Criteria for Depression
Depressed Mood
Loss of interest or pleasure in activities
Weight loss or gain without dieting or changes in appetite
Changes in sleeping patterns
Psychomotor agitation or retardation
Fatigue or loss of energy
Feelings of worthlessness or guilt
Inability to concentrate, indecisiveness

Thoughts of death or dying
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Mr. BURTON. Dr. O’Donnell.

Mr. O'DONNELL. Mr. Chairman, members of the committee,
thank you for the invitation to share my comments with you re-
garding an overview of existing research and information linking
acne, depression, psychosis and suicide with other drugs like
Accutane and other drugs used to treat acne.

I am an assistant professor of pharmacology at the Rush Medical
College in Chicago. I am also a licensed pharmacist and a certified
nutritionist. I do not hold any Federal grants, although I have tes-
tified as an expert witness in matters against Roche.

I would like to project my one slide and leave it projected for the
course of my comments. My review has included the basic phar-
macology and toxicology of vitamin A, and if we could focus just on
the top three chemical formulae there, from the audience you won’t
be able to see that, but please take my word that the three mol-
ecules of retinol, tretrinoin and isotretinoin are practically iden-
tical. There is only an extremely minor change on the far right end
aliphatic group between an OH and a COOH. That won’t mean
anything to you as a layperson, but as a chemist and a pharma-
cologist, looking at these three chemicals, not knowing anything
different, you would predict the same actions, including the same
toxicities.

This is part of the basic pharmacology and toxicology of vitamin
A and retinoids. This was considered as part of the Accutane clini-
cal research data base, and it is also referred to in published lit-
erature describing hypervitaminosis A, a condition which is caused
by too much retinol, too much vitamin A.

Now vitamin A and retinoids have been used to treat skin condi-
tions for 50 years, and we now have almost 20 years’ experience
with Accutane, and clearly Accutane is a very effective drug. I am
certainly not encouraging anyone to remove it from the therapeutic
armamentarium to treat severe acne.

I do question if 1.5 million prescriptions are written for 500,000
patients per year, how many of those patients qualify according to
the prescribing indications approved by the FDA for severe recal-
citrant acne? I would direct that question to the gentleman from
the Academy of Dermatology because he did not include that infor-
mation in his remarks.

The mechanism of action as to how Accutane improves or cures
acne, from my reading, is unknown. We also don’t know why
Accutane and vitamin A substances cause psychiatric conditions.
Perhaps I am using the word “cause” very casually, and I should
correct myself. Clearly, there are associated reports of psychiatric
conditions that have been reported for the last 150 years with vita-
min A. Polar explorers used to eat anything they would find on the
icecaps, and they ate polar bears, and they favored the livers. Some
of them became psychotic, and they reported conditions since then,
since 1856, of neurotoxicities, toxic psychosis, schizophrenia-like
symptoms. These have been published throughout the literature
since that time.

Similar toxicities to vitamin A toxicity have been reported in the
literature as well as case reports for Accutane. In fact, the inves-
tigational brochure for Accutane in 1978 stated, and I quote, ad-
verse reactions seen with the use of orally administered Accutane
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are essentially those of hypervitaminosis A. So, in other words,
you’re expected as a pharmacologist, as a chemist, when you are
using a drug, you have to look at history and learn from history.
We have a long history of psychiatric toxicity associated with vita-
min A. It is not surprising that we have similar reports of similar
psychiatric toxicity associated with Accutane.

I am not going to comment on Dr. Jacobs’ or Roche’s analysis. I
think he made a very succinct and accurate presentation of that
data. Nor will I comment on the FDA’s analysis because they are
here to speak for themselves.

I would like to mention an analysis that was undertaken in Ire-
land by a scientist who did a pharmacoepidemiological analysis of
psychiatric side effects associated or reported with Accutane and
five other drugs, five other oral treatments used to treat acne. The
other drugs were primarily tetracycline antibiotics, which is a com-
mon first-line treatment for acne, and also some hormones which
some dermatologists and other physicians use to treat acne.

Dr. Middlekoop’s findings were that there were more reports for
psychiatric adverse events and suicide worldwide from isotretinoin
than from the use of the five other acne therapies combined, and
her statistics describe a several hundredfold increase in risk of psy-
chiatric side effects with acne.

Now, since we don’t know the mechanism of action as how acne
works—excuse me, how Accutane works on acne, we also heard we
don’t know the mechanism of action of why vitamin A retinols and
Accutane cause these toxicities. No one questions that they do. For-
tunately, we do now have warnings that say because of these re-
ports, this may be associated with suicides, suicide ideation and so
forth.

The case reports are suggestive of an association. Clearly, we
don’t have solid scientific information proving the cause, but this
is a neurobiological issue. Sometimes we can’t get into the brains
to actually prove what works. We heard from Dr. Jacobs that we
don’t believe that the neurotransmitters are affected, and
neurotransmitters certainly are responsible for depression and
other psychoses—excuse me, and psychoses. But there is literature
that does suggest that retinols are associated with schizophrenia
and retinols are associated with genes that transcribe the
neurotransmitters in the brain.

I am going to stop, because my time is over, with a comment that
I am pleased to hear that an informed consent form will be pro-
vided. I would also state that since historically we know that vita-
min A is accepted to cause these toxicities, that instead of saying
we need to prove that—that Accutane actually does this, I would
turn the tables and say, let’s prove that it doesn’t, and until we do,
take precautions and especially warn patients and their families,
because otherwise they are the ones who are really the ones who
have to monitor it and prevent—make a choice whether they want
to take that risk, and if they do, then recognize and be able to
avoid a tragedy. I thank you.

Mr. BURTON. Thank you, Dr. O’Donnell.

[The prepared statement of Mr. O’Donnell follows:]
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Disclosure

I have testified as a witness for plaintiffs in product liability suits against Roche: however, | am
not here in the capacity of an expert witness, and am not being compensated for my time
associated with this Committee presentation.

Objective

My objective today is to provide information describing the association of Accutane to
depression, psychosis, and suicide to the Committee. That information comes from a variety of
sources, including my experience and training as a pharmacist, pharmacologist, and nutritionist:

Basic pharmacology and toxicology of Vitamin A and Retinoids
Accutane clinical research

Published literature describing Hypervitaminosis A as well as Accutane
Adverse reaction Reports (US and Europe)

Expert Analysis of Causation

My own personal assessment and recommendations.

Introduction: Vitamin A and Retinoids

Since early this century animal research revealed modifications of epithelial structure such as
increased epidermal keratinization and squamous metaplasia of the mucous membrane, under
conditions of vitamin A deficiency. The finding that these defects could be corrected by
administering vitamin A lead to the emergence of vitamin A as an anti-keratinizing factor. The
first synthesis of vitamin A fifty years ago opened a new era into the chemical synthesis of
vitamin A derivatives, collectively known as retinoids.

First synthesized in 1955 Accutane (Ro 4-3780, isotretinoin), a first generation retinoid, was
shown to be highly efficacious in the therapy of disorders of keratinization (e.g., Dariers disease,
ichthyosis). Peck er a/. (1978) were the first investigators to demonstrate this drugs value in the
treatment of severe acne and in September 1982 it was approved for use in the USA by the Food
and Drug Administration (FDA). From 1993 to 1997, prescriptions in the US jumped 52% (to
1.5 million).
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Figure 63-1 from
Goodman & Gillman's
The Pharmacological Basis of Therapeutics, 9" Edition. 1996
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Mechanism Of Action

Acne is duc to an interaction of the normal skin bacteria with the patients abnormal type of
sebaceous lipids (Cunlitfe, 1998) and is associated with an increased sebum production and
ductal cornification. The acne bacteria, Propionibacterium acnes, reside on the surface of the
skin in quite high numbers, especially in oil-rich areas. If they colonize the pilosebaceous duct in
the presence of comedones (blackheads and whiteheads), then inflammation is likely to be
mriggered resulting in papules, pustules and if inflammation is more expansive, nodules. Although
the exact mechanism of the anti-acne action of isotretinoin is unknown it is unique in its ability
to affect, albeit not to the same degree, all the known etiological factors of acne; reduction of
sebum production, lessening of comedogenesis, decreases surface and ductal colonization by
Propionibacterium acnes (Cunliffe, 1997).

Chemistry, Terminology and Metabolism

Although the term vitamin A has been used to denote specific chemical compounds, such as
retinol or its esters, this term now is used more as a generic descriptor for compounds that exhibit
the biological properties of retinol. Retinoid refers to the chemical entity retinol or other closely
related naturally occurring derivatives. Retinoids also include structurally related synthetic
analogs, which need not have retinol-like (vitamin A) activity. (Marcus, 1996)

Isotretinoin is a metabolic product of the dietary vitamin A and provitamin A carotenoids.
Retinol (vitamin A) is absorbed from the gastrointestinal tract and metabalized in the liver, into
retinal. Retinal is then irreversibly oxidized into retinoic acids, which reversibly interconvert into
each other. The 2 isomers (retinoic acid and 13-retinoic-acid) have an identical chemical
structure. Isotretinoin and retinoic acid are further metabolized into oxo-isotretinoin and oxo-
retinoic acid, respectively, where interconversion again takes place between both metabolites
{(Wiegand, 1998). The elimination half-life of isotretinoin and it’s 4-0xo metabolite are 29 and 22
hours, respectively (Nulman, 1998).

Adverse Effects Of Accutane

Over the years Accutane has proven its excellence in the treatment of severe recalcitrant acne.
However it is associated with a long list of side-effects which are frequent, varied and at times
severe. The most commonly occurring adverse reactions are those involving the skin and mucous
membranes, which occur in all patients treated with Accutane. Other side effects reported include
skin fragility, pyogenic granuloma-like lesions and epidermal blistering, paronychia and alopecia
(Bigby, 1988). Gastrointestinal intolerance occurs in 20% of patients treated (Bigby, 1988).
Muscular or joint pain, are guite common with Accutane use. Myalgia and arthralgias occur in
16% of patients treated, which usually abate when the medication is discontinued (Orfanos,
1997).

Blepharitis and conjunctivitis associated with Accutane use were recognized well before it’s
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marketing. Corneal opacities and acute myopia have been reported in government publications
and in the ophthalmologic literature. Other ocular reactions include optic neuritis, cataracts.
decreased night vision, blurred vision and photosensitivity, Pseudotumor cerebri (PTC)and
headaches are also associated with the drug. In common with other retinoids at pharmacological
doses, Accutane causes elevation of serum lipids particularly triglycerides.

Hypervitaminosis A
Hypervitaminosis A is the condition resulting from an excess of retinol in the body.

Vitamin A is an essential factor in physiological growth, visual function, epithelial cell
differentiation and reproduction and is believed to exert its influences at the DNA level where it
plays an important role in regulating transcription of a number of genes.

An intake of retinoids greatly in excess of requirement results in a toxic syndrome know as
hypervitaminosis A. Some or all of the symptoms of hypervitaminosis A also are the major toxic
effects that are manifest during the therapeutic use of natural and synthetic retinoids in the
treatment of skin disorders. Accutane(Isotretinoin), being an analog of vitamin A, shares many
of the side effects experienced with vitamin A, Vitamin A (retinol) is ingested in the diet as
retiny! esters, which are transported to the liver and hydrolyzed in hepatic parenchymal cells.
Excess retinol is converted to retinyl esters again and stored in the liver. Retinol binds to Retinol
Binding Protein (RBP). When the amount of vitamin A present exceeds the capacity of RBP to
bind to it the excess retinol binds to lipoproteins, and in this form it has toxic effects (Bendich,
1989).

There are two types of Hypervitaminosis A, acute and chronic. Acute hypervitaminosis A results
from ingestion of a very high dose of vitamin A over a short period of time, Typical symptoms
include bulging fontanels in infants and headache in adults, nausea, vomiting, fever, vertigo and
visual disorientation. Peeling of the skin may also occur. Chronic hypervitaminosis A is more
conunon than the acute form and results from continued ingestion of high doses for months or
even years. Symptoms include anorexia, dry itchy skin, alopecia, increased intracranial pressure,
fatigue, irritability, somnolence pronounced craniotabes and occipital edema, skin desquamation,
fissuring of the lips, pain in the legs and forearms, neurologic disturbances and lethargy.
Elevated blood lipids are also common.(Wilson, 1996 ) This reads just like the Accutane package
insert.

Most frequently, high intakes in children are the result of overzealous prophylactic vitamin
therapy on the part of parents. Toxicity in adults has resulted from extended self-medication or
food fads, as well as from the use of retinoids for the therapy of acne or other skin lesions. The
toxicity of retino! depends on the age of the patient, the dose, and the duration of administration.
Although vitamin A toxicity is uncommon in adults who consume less than 30 mg of retinol per
day, mild symptoms of chronic retinoid intoxication have been detected in individuals whose
intake was about 10 mg per day for 6 months (see Bendich and Langseth, 1989). In infants, the
daily consumption of as little as 7.5 to 15 mg of retinol for 30 days has induced toxicity. The
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acute consumption of more than 500 mg of retinol in an adult. 100 mg in a young child, or 30 mg
in an infant frequently results in poisoning. Acute and sometimes fatal poisoning in human
beings also is known to follow the ingestion of polar bear liver. which contains up to 12 mg of
retinol per gram. The Food and Nutrition Board of the National Research Council {1980) has
warned that the ingestion of more than 7.5 mg of retinol daily is ill advised. Nevertheless, almost
5% of users of vitamin A in the United States exceed that amount.

Signs and symptoms of acute poisoning include drowsiness, irritability or irresistible desire to
sleep, severe headache due to increased intracranial pressure, dizziness, hepatomegaly, vomiting,
papilledema, and, after 24 hours, generalized peeling of the skin. (Guzzo, 1996}

Psychiatric Adverse Events

Vitamin A intoxication resulting in generalized as well as Central Nervous System (CNS)
symptoms, was first alluded to in 1856 by Elisha Kane (Kane, 1836), the arctic explorer. He
recorded symptoms of vertigo, headache, drowsiness and irritability following ingestion of polar
bear liver, which was later found to coniain a high concentration of vitamin A. Over the
succeeding 140 years, case reports of the occurrence of acute schizophrenia or remitting
psychosis associated with either hypervitaminosis A (Halter, 1991; Haupt, 1977, Landy, 1985} or
vitamin A deficiency (Oliver, 1986) have appeared in the literature. These provide literature
precedent and biologic plausibility to the causation analysis,

In 1972, Restak reported a case of toxic psychosis in a patient following vitamin A treatment
{50,000 U 2/3 times daily) for acne, which required hospitalization. About six months after
initiating vitamin A therapy, the patient experienced the onset of prolonged depression, bouts of
clation alternated with despondency, disturbed sleep, insomuia and loss of appetite. Twelve
months later, while on holidays, she became more agitated and depressed, and lost weight. She
also developed blurred vision, hyperacusis, vertigo, strong feelings of ego alienation, and
lethargy. Following psychiatric referral, total remission occurred aver 6 months of close
observation and anti-depressant therapy. The authors cautioned the “use of the vitamins as
preventatives for such benign entities as acne.” (Middelkoop, 2000)

In 1992, a case report described a patient, with no previous psychiatric history, who presented
with a 1-year history of depressed mood and poor concentration (MeCance-Katz, 1992).
Medication included only a multivitamin preparation of 25,000 [U of vitamin A per day, for 2
years. Hamilton Depression Ratings confirmed full cessation of depressive symptoms after
stopping treatment. Other reports of lethargy, loss of interest in surroundings, insomnia,
listlessness, profound daily fatigue, anorexia and irritability, in association with vitamin A, have
been documented (Stimson, 1961; Shaw, 1953; Oliver, 1958; Bifulco, 1957; Elliot, 1965).

Psendotumor Cerebri (PTC)

First described by Gerber er al., in 1954, PTC (benign intracranial hypertension) has long been
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associated with Vitamin A administration (Lombaert, 1976; Siegel, 1972). PTC is accompanied
by symptoms such as papilledema, vision problems. nausea and severe headaches, PTC occurs in
30% to 50% of patients with hypervitaminosis A (Selhorst, 1984) and is characterized clinically
by 3 criteria (Spector, 1984; Marcus, ; DiGiovanna et al, 1986):

Neurologic and ocular symptoms and signs of increased intracranial pressure, which may
include headache, nausea, transicnt visual obscurations, sixth-nerve palsies and
papilledema.

Radiologically demonstrable normal or small-sized cerebral ventricles

Elevated Cerebrospinal fluid.

PTC has been associated with isotretinoin therapy (Lee, 1995; Roytman, 1988) and the retinoid,
etretinate (Bonnetblanc, 1983) and combination therapy with tetracyclines may increase the risk
for it occurring.

I testified In the case of Wagner v. Roche Laboratories (decided Nov. 13* 1996), a consumer
brought a products Hability action against Roche, alleging that the defendant failed to adequately
warn of the association of Accutane with PTC and of the dangers of concomitant use of Accutane
and certain antibiotics such as Minocin (minocycline), a tetracycline derivative. Ms. Wagner was
prescribed Accutane on Nov 8" 1982 for acne in addition to Minocin which the patient had
previously been on. Six weeks later the a neurologist diagnosed papilledema and PTC. Steroids
were prescribed to treat the PTC and as a result, the appellant experienced avascular necrosis,
Appellant underwent several surgeries to replace both hip joints and a shoulder joint. The
appellants theory of recovery at trial was premised on her presentation of expert testimony by
myself that (a) "Accutane is so similar chemically to Vitamin A that appellees either were aware,
or should have been aware, that Accutane also had the potential to cause PTC", and (b) "that
because the two antibiotics the appellant was receiving were both associated with PTC, the
combination of the two increased that risk.” Dr. Elias, one of the physician investigators who
participated in the clinical trials of Accutane, testified that the testing done by the appellees prior
to FDA approval, was deficiently designed because it failed to monitor for neurological toxicity,
and that because of the similarity with vitamin A, Roche should have predicted the same
association of Accutane with PTC. In addition, I testified that even in the absence of specific
instances of PTC in clinical trials, Roche should have predicted an association and should have
wammed of this possible effect. In fact, the Investigational Drug Brochure", dated March 20™
1978, which contains an extensive listing of abnormalities in it's “"Precautions and Warnings"
section, reported in patients with "chronic vitamin A intoxication. "Papiliedema with increased
intracranial hypertension"” was one of the reported associated abnormalities listed. The same
document also stated “A review of the clinical studies discussed in this brochure indicates that
the adverse reactions seen with the use of orally administered Accutane are essentially those of
hypervitaminosis A".

Retinoids Implicated in Schizophrenia

Goodman has recently proposed retinoid dysregulation as a possible cause of schizophrenia
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(Goodman, 1993). Schizophrenia is now considered to be a neurodevelopmental disorder with
first evidence of the disorder occurring in the midgestational period, the time when fetal brain is
actively developing. Vitamin A which is essential in gene regulation and expression, is
particularly active in brain neurodevelopment at this time. Goodman has put forward three lines
of evidence for an association. The tirst is the resemblance of symptom presentations of retinoid
toxicity to the stigmata of schizophrenia e.g., thought disorder, mental deficit, enlarged
ventricles, microcephaly and congenital malformations. The second line of evidence comes from
the finding that specific gene loci which have been suggestively linked to schizophrenia, are
known loci of genes within the retinoid signaling system. Retinoids are handled in the body by a
complex genetic cascade necessary for the metabolism of retinol to retinoic acids. The major
genes in the retinoid cascade are the nuclear retinoid receptors RAR and RXR. The loci of two of
the genes involved in the regulation of this cascade, RXR and RARS, have been suggestively linked
to schizophrenia, It has recently been found that RXR is necessary for the expression of dopaminergic neurons in
the midbrain region in mice, which have been implicated by numerous studies as abnormal in schizophrenia
(Kapur, 1996). The third line of evidence shows schizophrenia genes as targets of retinoid regulation. Retinoic
acid binds to RARs and RXRs and this complex then binds specific regions of target genes and in this way
regulate the expression of multiple target genes. Among the many genes shown to be targets of retinoic acid are
dopamine and serotonin, both of which have been proposed as candidate schizophrenia genes. (Middelkoop,
2000)

Alteration of neurotransmitters is a classic hallmark of the psychoses. Recent work has shown that retinoic acid is
amajor regulator of several of the genes involved in neurotransmission (Berrard, 1993).

Accutane and Depression Literature Reports

Depression assoctated with Accutane therapy has, in the past, been described as idiosyncratic. Increasing reports
of depression associated with it's use show it is not the rarity it was once considered to be. Between 1982 and
1998 24 cases of psychological distress associated with the use of this drug were reported in the literature. Most
of these cases reported the subsequent emergence of depression with features similar to that of hypervitaminosis
A. (Middelkoop, 20003 Other authors have published case reports of Vitamin A poisoning, (Nagai, 1999;
Aggarwal, 1996; Grisson, 1996; Alemayehu, 1993; Fishbane, 1995; Lewin, 1994; Drouet, 1998; Sharieff, 1996;
Gerber 1954; Pasquariello, 1977, Rose, 1967, Braun, 1962)

Systemic side effects are generally less significant if therapy is short-term. Transitory abnormal elevations in
serum transaminases occur rarely. Acute idiosyncratic hepatitis has not been seen with isotretinoin as it has with
etretinate. Hyperlipidemia is frequent, with 25% of patients developing increased triglyceride levels and, less
frequently, increased cholesterol and low-density lipoproteins and decreased high-density lipoproteins (Bershad
etal., 1985). Myalgia and arthralgia are common complaints, Headaches occur and rarely are a symptom of
pseudotumor cerebr. Occasionally, patients have drug-associated depressive episodes. Long-term therapy may
produce skeletal side effects, including diffuse idiopathic skeletal hyperostoses, extraskeletal ossification,
particularty at tendinous insertions, and, in children, premature epiphyseal closure (DiGiovanna et al., 1986;
Marcus, 1996).

In 1983, one year after market release, Hazen ef af. (1983) reported 5.5% (6/110) of patients with acne
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experienced depressive symptoms, manifested by malaise, crying spells and forgetfulness, within 2 weeks of
commencing isotretinoin therapy. Meyskens also noted similar psychological changes in patients with cancer
freated with 3mg/kgyd isotretmoin. The ADRRS of the American Academy of Dermatology, received reports of
104 suspected adverse reactions to isotretinoin, between October 1982 and June 1983, of which ONS Disorders
represented 22.1% (23/104), second to Skin and Mucous membrane reactions (27.9%) (29/104) (Bigby, 1988).
These CNS reactions included headache, depression, dizziness and personality disorder. Scheinman (1990)
reported 1% of patients treated developed depressive symptoms with oral isotretinoin, which were diagnosed by
a psychiatrist and which the severity of symptoms interfered with their normal finctioning. In this particular
report, the relationship of depression to isotretinoin therapy was confirmed by rechallenge. This was also
confirmed by Villalobos’ (1989) patient, who reported the onset of hallucinations and paranoia on day 11 of
isotretinoin therapy, which subsided when drug intake was stopped and recurred shortly afler resumption of
isotretinoin. Gatt in Italy (1991), reported a case of suicide which happened 2 months after stopping isotretinoin
therapy. Bravard er o/, (1993) described 3 case reports of depression where none had a prior history. One of
these patients attempted suicide during the 4” month of isotretinoin therapy, and one committed suicide 3
months after cessation of therapy. (Middelkoop, 2006)

Cessation of depressive symptoms does not always oceur upon withdrawal of the drug, Byme ez af. (1995)
described three patients who presented with severe depression. which required active treatment. In all three
cases, the patients monds improved with anti-depressant therapy. Despite the recurrence of one of the patients
acne, follow-up showed no depressive symptoms, confirmed by a score of 5 on the Hamilton Depression Rating
Scale.

Adverse Drug Reaction Reports

Middelkoop conducted a pharmacoepidemiologic analysis of Accutane and other drugs used to treat acne and
reports of suicide, depression, and other psychiatric adverse drug effects.

Among the many products available, Diannette, doxycycline, minocycline, oxytetracycline and tetracycline are
five most commonly prescribed anti-acne treatments. Based on available information, there are more reports of
psychiatric adverse events and suicide worldwide from isotretinoin than from the use of the other 5 acne
therapies combined (Table 1, World Health Organization). Worldwide 1830 reports of psychiatric events
attributable to the § medications, are identified, of which isotretinoin was implicated in $9.8% (1095/1830).
Second to this was minocycline, implicated in 14.2% (261/1830). 47 and 56 cases of suicide and suicidal
ideation were reported in association with the use of Accutane, respectively, with none being reported for the
other medications. Of 75 cases of attempted suicide reported, 89.3% (67/75) were associated with the use of
isotretinoin, with 4% (3/75) associated with the use of both Dianette and tetracycline, and 2.6% (2/75) for
minocycline. ADR data for the UK. (Table 2, Medicines Control Agency (MCA)) reflect a similar pattern, with
51.9% (135/262) of psychiatric ADRSs attributed to isotretinoin. In addition, all cases of suicide/suicide
attempt/suicide ideation were associated with the use of this medication. The source for this data relies on
voluntary reporting and probably represents significant underreporting as not all serious ADR’s are reported.
(Middelkoop, 1999; 2000)

Isotretinoin, an acne drug used by more than 8 million people, has been associated with severe depression and
even suicidal behavior that may remit when the drug is withheld. A definite cause and effect relationship between
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isotretinoin use and depression has not been established, and it is not surprising that the presence of severe acne
itself may predispose teenagers and young adults to depression. Nonetheless, this possible side effect of
isouretinoin should be kept in mind whenever the drug is prescribed. (Hauser, 1998)

Table 3 shows the number of preseription iters dispensed in England from 1982 to 1997, Isotretinoin, while
attracting the largest percentage of psychiatric ADRs, had the lowest number of prescriptions issued {12,400).
During this period 1,214,600 prescriptions were dispensed for Dianette, of which the indication for 184,200
prescriptions was acne. Dianette was implicated in only 1.9%6 (5262) of psychiatric ADRs.

Minocycline is used extensively in the treatrnent of acrie vulgaris (8,802,000 prescriptions issued between 1982-
97. Between 1970-97, 6.5 million patients (Shapiro et al., 1997)were treated with minocycline in the UKL A
total of 45 psychiatric adverse events were received by the MCA between 1973 and 1997. Accutane hasa UK
patient exposure of 50,000 (8 million worldwide, PharmFocus data) and has received reports of 135 psychiatric
adverse events. Based on these figures, the incidence rates of psychiatric adverse reactions for Accutane and
Minocycline are 270 and 0692 per 100,000 people treated, respectively. These medications, {with the exception
of Accutane) are used to treat conditions other than acne. As patient exposure data for these medications, where
the indication was acne, was unobtainable the frequency of psychiatric reactions attributable to these
medications, in the population of acne patients, rermains unknown. Middelkoop concluded that Accutane is
several hundred times more likely to cause depression than the five other acne.

A major component of the evaluation of reports of suspected adverse drug reactions, or events in a clinical trial,
can be a judgment about the degree to which any reportex event is, in fact, causally associated with the
suspected, or investigational drug. In reality, a particular event is associated or is not assoclated with a particular
drug, but the current state of information almost never allows a definitive determination of this dichotomy.
{Jones 1994)

The analysis of cansality and association in adverse drug events has not changed in the last 20 vears. Riddell
(1983) describes the “ways and means” of confirming or denying the possibility of an ADR which constitute a
validation process that removes suspected cases from the merely anecdotal category. They are:

1. Temporal eligibility - drug must be administered at some interval of time before the reaction
oceurs.

2. Latent period - There is an inferval from the time at which a drug is first administered to the
beginning of the ADR.

3. Exclusion - are any other drugs or existing conditions responsible. This method isnot
applicable in all cases of possible ADR, either because of insufficient data or because
of simultaneous eligibility of more than one drug.

4. De-challenge - condition improves on discontinuation of the drug, and

5. Rechallenge - condition reoccurs upon re-exposure to the drug {usually not deliberately,
since a suspicion of an association with an adverse event would preclude intentional re-

11



84

exposure of a patient to the same adverse event.

6. Singularity of the drug - Is there something unique about the adverse reaction experience that
is not consistent with any other drug taken or any existing disease condition.

7. Pattern - ADR been described in the literature with this drug or another in the same
pharmacologic class, or it may refer to a morphologic pattem in a target organ that
suggests an association with a particular drug or group of drugs. (Prior history with
Hypervitaminosis A provides a literature precedent, a biological plausibility).

8. Drug Identification (qualitative or quantitative) - a major utility in overdose cases.

Causality assessments were usually expressed in terms of a qualitative probability scale, for example “definite”
vs. “probably” vs. “possible” vs. “doubtful” vs. “Unrelated.”” (Hutchnson1989)

FDA Meeting of the Dermatologic and Ophthalmic Drugs Advisory Committee
Accutane Associated Psychiatric Events September 19, 2000

Several experts from Roche as well as FDA addressed the issue of Accutane and depression and suicide.

Dr. Russell Ellison (Roche) stated:
*“We had a signal (psychiatric events) which had yet to be confirmed , and stated that Roche has been
very diligent in trying to evaluate and trying to confirm this signal.” He and his consultants (Drs.
Nelson and Jacobs) opined that there was insufficient evidence to attribute causality to the Accutane
psychiatric toxicity reports. “We believe that the evidence from these investigations does not support a
causal association between Accutane and psychiatric events, including suicide. That is, the signal has
not been confirmed by these investigations.”

Dr. Robert Nelson (Roche, Pharmacoepidemiological Analysis) provided his analysis and opinions.
“Suicide attempts and completed suicides. Suicidal ideation is under DSM-TV as a depressive case.
There were a total — and this is worldwide total — of 168 reports before the data lock point, 104 were
attempts; 64 were completed suicides. My overall conclusions. Given no clear biological plausibility,
no consistent pattern in the data that I reviewed, complex environment of background symptorns, very
high background rates of disease, very high background rates of altemnative risk factors, I conclude that
there is no evidence in these data to support a causal refationship between Accutane administration and
psychiatric disorders.”

Dr. Mills, and epidemiologist, commented and criticized Middelkoop’s data (slide presented by Liam Grant):
“Tf I remember the slide correctly, 1,400,400 prescriptions for one of the antibiotics with no suicides, no
suicidal ideation. Now, you tell me that there's a population of a million and a half people anywhere in
this country where nobody has any of those problems. It's a classic case of poor reporting, [ personally
would make absolutely nothing out of the data there for that simple reaso, that you're just not getting
accurate reporting at all.”
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Lawyer Richard Josephson who has represented Roche on Regulatory and other matters, pleaded the Advisory

Comrnittee for a scientific review.
“In law and in science we have adopted vour methodologies. After years of not considering the
scientific method in courts, we now have adopted fom science the scientific method. If you look just
briefly at the scientific method, they ask on the question of the contention of whether Accutane causes
psychiatric reactions, the extent to which the theory has been assessed based on scientific valid
reasoning and methodology, whether the theory has been subjected to peer review. case reports versus
peer-reviewed studies, whether the theory is only based on subjective belief or speculation, whether
there is a potential rate of error in this case in the adverse drug reports, and whether the underlying
theory or technique has been generally accepted as valid by the scientific community.

Imerely ask you to consider the fact that you now have a label, which under the scientific method, no
one here can conclude that Accutane causes those effects. As you consider what remedial action, if any,
is needed or additional action is needed, I only ask that you keep that in mind.”

Dr. Alan Byme (FDA), stated:
“Therefore, in relation to isotretinoin, my clinical observations have been that this agent can nfluence
mood in certain individuals. My feeling is that the effects on mood may be very persistent, and
obviously anything that can precipitate a depressive illness may be life-threatening because there is a
significant risk of suicide with depressive illness.

Dr. Marilyn Pitts (FDA, Case Review) offered the following comments:
“The top 10 adverse events for Accutane include depression, ranked number 6. By contrast, we Jooked
at tetracycline, which is another agent used for less severe acne, We have 8 cases of depression and 2
deaths, and we looked at Claritin in the AERS database where we have 10 cases of depression and 2
deaths.

In 1998, OPDRA analyzed spontaneous adverse drug event reports of positive dechallenge/rechallenge
cases of depression, mania, psychosis, and suicide attempt. The 2998 case series supported the Accutane
labeling change, which included a warning concerning psychiatric disorders. The waming stated that
Accutane may cause depression, psychosis, and rarely, suicidal ideation, suicide atrermpts, and suicide.

In summary, we have 41 Accutane associated dechallenge/rechallenge cases. 76 percent were without a
reported psychiatric history. The median time to onset of symptoms duning the first cowrse of Accutane
was 30 days, and a median recovery time of 4.5 days. During the second course, or the rechallenge
course, the time to onset of symptoms was shorter in the cases that provided the information. Also, after
the second course of Accutane, depression persisted in some patients after discontinuation of Accutane
and/or medical intervention. There was a possible dose-response to Accutane observed in 6 patients,

In conclusion, dechallenge/rechallenge cases provide strong evidence to support a link between a drug
and an observed adverse event. We have presented 41 cases of positive dechallenge/rechalienge which
provide firther evidence to support a relationship between Accutane and depressive symptoms.

Dr. Wysowski (FDA, Postmarketing Experience Suicide and Depression), provided the following analysis:
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“Over the [8-year period of marketing, the FDA received reparts of 37 U.S. patients who committed
suicide. 24 on Accutane and 13 after stopping the drug. Twenty two (22) percent of suicide cases were
reported to have a psychiatric history. About 57 percent had other possible contributing factors for
depression. n addition to the suicides, the FDA received reports of 110 US. Accutane users
hospitalized for depression, suicidal ideation, and suicide atterrpt, 85 on Accutane and 25 after stopping
the drug,

About a third of patients had positive dechallenges with psychiatric treatment, and nearly a thind
experienced persistent depression after drug discontinuation. one person had a positive rechallenge,
while three others were rechallenged and were able to continue on Accutane with alcohol abstinence,
dose lowering, and continued use of an antidepressant.

As of May 2000, the FDA received reports of 284 U.S. Accutane users with non-hospitalized
depression. 45 percent were received in 1998 after depression and suicide were added as a wamning to
the labeling. About half of the non-hospitalized patients reported accompanying side effects such as dry
mucous riembranes, headaches, hair loss, and joint and muscle pain. About 50 percent of Teports were
from consumers and relatives, a higher proportion compared with most reports for most drugs.

The top 10 adverse events reported for Accutane inchude depression that ranks number 6. Of course, the
degree of under-reporting is unknown and may be quite substantial.

There are several pieces of evidence supportive of a possible association between Accutane and
depression and suicide. These include the relatively large number of reports of serious depression, more
than for most drugs in the FDA's database, the temporal association between use of Accutane and onset
of depression, positive dechatlenges in individuals who felt better once Accutane was discontinued and
psychiatric care was obtained, and positive rechallenges in individuals who experienced sympoms
again after restarting the drug.

So, in summary, the FDA has received reports of suicide and serous depression in U.S. Accutane-
treated patients. The case reports are suggestive of an association with Accutane, but do not allow
definitive determination as to whether Accutane causes depression and suicide in treated patients.”

Dr. Kathryn O*Connell (FDA, Biclogical Plausibility and Risk Management):
“The first item that T mentioned was we ask ourselves, do we see psychiatric adverse events? Have they
been reported with distinct substances that bind to the same physiologic receptor? Dr. Byme and
several other people have already referred to the fact that it is known that hi itami]
hypervitarninosis A, has been associated with psychiatric adverse events. If you look in the published
cases about time to offset, the most useful data -actually the peper has already been referred to I think by
Dr. Byme and perhaps by the sponsor as well that was published by Scheinman, etal. in 1990. Twant to
emphasize that this was not a trial done fo examine the psychiatric adverse events of Accutane. This was
Jjust 700 patients — I believe it was an NIH trial that had received Accutane for various indications. ft
wasn't even all acne. 7 patients in that group had enough psychiatric problems to come to attention. Let's
put it that way. But of those 7 patients that they reported in this paper, it's notable that the symptoms in
all 7 of them resolved within 1 week of stopping Accutane, and 1 of the patients was rechallenged and
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did have a positive rechallenge.

For Accutane, the central nervous system, interestingly. ranks second only to psychiatric in the highest
percentage of serious adverse events — serious adverse events — in the Hoffmann-LaRoche
postmarketing database for Accutane. So, [ think it's clear that Accutane affects the central nervous
System.

We don't know a mechanism for the psychiatric adverse events ohserved with any of the refinoids...

Dr. Miller recommended improvements in asking Accutane patients appropriate question to evaluate them from

a psychiatric point of view.
“What would help me and make ray practice much easier would be to have a specific form that would
be dealt with with each patient that would include the pregnancy contraceptive fssues, that would
include the appropriate questions that I would ask from a psychiatric standpoint because I don't know
what those questions are, but those questions that the psychiatrists feel are appropriate. And upon
completion of that form, T would then be able to write a prescription for a patient. But the fulfillment of
the recommendations would be the sine qua non fox my writing the prescription for Accutane. I think
this would help.”

On the second question before the committee regarding what kinds of future studies are both desirable and
feasible:
‘Would firther studies help clarify the relationship between Accutane use and psychiatric events? Yes:
“Intervention”; Basic science studies; retrospective epidemiological studies.

Submission Of ADR Reparts

ADR reports often paint an incomplete picture as the cases which are filed each year represent only a fraction of
actual cases. According to the UK MCA only 10-15% of serfious ADRS are ever reported. A FDA MedWatch
Continuing Education article {Goldman et al 1996)describes significant underreporting in the United States. He
cited estimates that rarely more than 10% of serious ADRs, and 204% of non-serious reactions are reported to
the British spontaneous reporting program. A simitar estimate is that FDA receives direct reports of less than
10% of suspected serious ADRs This means that cases spontaneously reported to any surveillance program,
which comprise the numerator, generally represent only a small portion of the nurber that have actually
occurred. The effect of underreporting can be somewhat lessened if submitted reports, irrespective of number,
are of high quality.

Under regulations a pharmaceutical company must submit all ADR reports to the FDA periodically (at least
annually) or on an expedited basis within 15 days of receipt. The FDA, on January 5" 1998, sent 2 waming
letter to Hoffman-L.aRoche (New Jersey) for failing to submit a number of adverse drug experience reports that
were both serious and unexpected, within 15 working days as required by regulations (21 CFR 314.80 {cX 1)) as
recently as October 1997 (with some dating back to 1989)Scrip 1998). The letter documented, among others,
two ADR reports for Accutane which were received by the manufacturers on 9/04/91 and 7/24/91. Both reports
were not received by the FDA until 10/8/97 (FDA/Middelkoop personal communication). In one case, for
Tigason, the company reported the adverse drug event almost 11 years after receiving the information. Thus,
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although regulations require it, sometimes even the companies do not report in a timely basis, if at all.
(Middelkoop. 2000

Revised Label Warning

On February 25" 1998, the FDIA issued a Talk Paper declaring new safety information regarding isotretinoin, as
a result of adverse event veports the agency received. The revised information leaflet, now reads "Psvchioyric
disorders. Accutane may cause depression, psvehosis and, rarely, suicide ideation, suicide attempt and suicide.
Discontirmurtion of Accutane therapy may be insyfficiens; firther evaluation may be necessary. ..Of the petients
reporting depression, some reported that the depression subsided with discontimuation of therapy and recurred
with reinstitution of therapy”. Earlier information leaflets read “depression hus been reported in some petients on
Aeccreme therapy. In some of these patients, this has subsided with discontimation of therapy avd recirved with
reinstitution of therapy”. Thus, FDA has spoken: Accutane is linked to depression, psychosis, and suicide.

Almost one year prior 1o this revision, the French product label was altered on March 341997, toinclude
‘suicide attemnpt” as a side effect of isotretinoin therapy, and reads "In rare occasions, newropsychological
problems bave been recorded (behavieral difficudties, depression, comdsions ard suicide attemprs)” (French
Product License, 1997). This revision was introduced in France following a prospective national inquiry (1993~
94} in which Roche and more than 2000 state dermatologists participated. This inquiry followed a paper
presentation, which reporfed on a suicide associated with isotretinoin therapy (Bravard, 1993). The resulfs of this
inquiry were presented at the 3* Forum of the National and Provincial Journal of Dermatology at Mont Pellier
(March 14-17 1996) but were never published. It was almost one vear later, before this warning was introduced
n any other country. According o The Star-Ledger (11/16/98) "Roche never informed the FDA of this new
label change, who did not leam of the French labe] warning until this summer [1998)". Revised wamings have
now been introduced n freland (May 1998) and UK (April 1998). Many have asked why French physicians and
their parents were given a stronger and more explicit warning than their counterparts in the US., UK, and
Freland.

FDA’s Battle With Accutane

During the 1980s and early 1990s FDA officials debated options to conirol and prevent the occurmence of
Accutane-exposed pregnancies, including its removal from the market. The Columbus Dispatch (07/14/1996)
docurnented David Graham's {section chiief of the FDAs epiderniology branch) investigation of the situation and
detailed several documents and tmemos which showed the FDA battling itself and Hoffman-LaRoche, Such
docurments revealed that between 1982 and 1987 approximately 1.2 million people were treated with Accutane,
560,000 were women of which 427,000 were between the ages of 12 and 44, and more than 90% of females
treated did not have severe cystic acne. Ina 1990 memo Graham wrote "The magnitude of injury and death has
been great and permanent with 11,000 to 13,000 Accutane-related abortions and 900-1,100 Accutane-related
birth defects. There is no alternative to immediate withdrawal”. This analysis by Graham provides strong
evidenwe that the overwhelming use of Accutane is not for severe acne,

INDICATIONS FOR USE - OVERPRESCRIBING
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The package insert approved indication for Accutane states that “Accutane is indicated for the treatment of
severe recalcitrant nodular acne. . Because of significant adverse effects assaciated with its use, Accutane should
be reserved for patients with severe nodular acne who are unresponsive to conventional therapy including
systemic antibiotics.”

Despite the plethora of serious side-effects associated with Accurane therapy and the high number of exposed
pregnancies which occur every year due to poor compliance with prescription guidelines, there is evidence of
prescription outside of the specified indication. Published accounts docurment high rates of use in non-severe
acne patients, and many authors endorse its use in mild and moderale acne, claiming and excellent safety
profile. Clearly, teenagers with acne benefit from improvernent of their disease. Howeer, to ignore the serous
repotts of depression and other psychiatric toxicities is to continue to place this population at risk.

SUMMARY AND RECOMMENDATIONS

While the fisture may hold interesting possibilities for the therapeutic uses of the retinoids, the present ambiguity
about therapeutic versus potential hazardous side-effects of these retinoids, shows that a greater level of scrutiny
needs to be given to adverse reactions. Given the increasing reports of depression and suicide associated with
Accutane, special care must be exercised in prescription and in monitoring.

An FDA memo of February 1998 stated that for a majority of the evaluable cases of suicide, suicide attempt or
suicide ideation associated with Accutane, for the majority, there was no antecedent history of depression, and
the patients were not noted or knowa to be depressed m the time period prior to their suicide. As a result of
underreporting, the actual ntmmber of suicides could be 10 times greater than the number of reports.

Clearly, Roche’s and FDA’s and Middelkoop’s rumber differ and vary greatly. Any study, any case evaluation,
any reporting systern can be faulted, criticized, subject to bias and misinterpretation.

The numbers are alarming, The price is death and destruction of our children and young adults.

We don’t need absolute scientific proof in order to recognize a signal and act on it. Indeed, the mechanism of
action of Accutane in treating acne is unknown! In fact, the FDA rarely has more than signal before significant
warning changes and sometimes drug withdrawal occurs.

In my opinion, we have sufficient evidence to be very concerned and take some corrective steps. The link
between Vitamin A toxicity, mcluding ONS toxicity, and Accutane is indisputable. This gives us litcrature
precedent and biologic plausibility. Opponents claim that the teenage population is at high risk for suicide. All
the more reason to be cautious when prescribing Accutane, a drug which is suspected of causing psychiatric
toxicity even though causality has not been proven. The link betweer retinoids and schizophrenia is biclogically
plausible.

P'm not suggesting that Accutane be withdrawn from the market. Clearly, for patients with severe acne, ithas an

important place in therapy. However, the drug is overwhelmingly prescribed for minor and moderate
conditions, despite existing warnings to the contrary in the package insert.
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Patient registries, independent epidemiologic studies, and scientific research documenting the pathophysiological
basis of Accutane psychiatric toxicity are needed. A consumer education campaign via FDA consumer alerts,
encouraging prescribers to limit prescriptions in non-severe patients and use whatever consent forms are
developed can help inform the public and prescribers, and thus timit the toxicity. Clear patient package
information, describing and infornung of the psychiatric risks is important so that the patient and their family
make a decision to accept the risk, and if'so, to be vigilant for signs of toxicity, so that the drug can be stopped
and the patient monitored. Stnce an informed consent s already desigred to warm of pregnancy risks, the
psychiatric toxicities could easily be added.
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Table 1. Worldwide Psychiatric ADR Reports (WHO)

Medication Extract Psychiatric Suicide Suicide Suicidal
period ADRs Attempt Ideation
{% of total)
*Roaccutane 1982-98 1095 (59.8) 47 67 56
Minocycline 197198 261 (14.2) 0 2 0
Doxycycline 196598 213 (1186) 6] a 0
Tetracycline 196498 169 (92) 0 3 0
{Dianette 1980-98 55 (30) 0 3 0
Oxytetracycline 196598 37 (20) 0 0 0
*Roche data cut-off date May 1008

TValues for Dianette include data for ethinylestradiol and cyproterone
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Table 2. UK ADR data (source: MCA)
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Medication Psychiatric Extract Suicide Suicide Suicidal
ADRs Period Attempt ideation
{% of total) ‘
Roaccutane 135(51.5) 1982-99 9 8 6
Minocycline 45 (17.1) 1973-98 0 0 0
Tetracycline 32 (12.2) 1964-98 0 0 0
Oxytetracycline 23 (87) 1965-98 0 4] 0
Doxycycline 2 (83) 1965-98 0 0 0
Dianette 5 (19) 1987-98 o] 0 0
Tabie 3. Prescription Data (England 1982-97)
Medication *Prescriptions Indication
(x1000) Acne
Tetracycline 147237.0 NA
Oxytetracycline 313017 NA
Doxycycline 13650.0 NA
Minocycline 88029 NA
Dianette 121486 1842
Isotretinoin 124 124

*Data provide! by Dept. of Health, Statistics Division 1E, Prescription Cost Analysis Systern
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Mr. BURTON. Dr. Bull.

Dr. BuLL. I would first like to thank the families for being here.
I think the human face that they place on this is far more compel-
ling than any Medwatch form that I have ever viewed in this area.

Mr. Chairman, members of the committee, I am Jonca Bull. I am
Deputy Director of the Office of Drug Evaluation V of the Center
for Drug Evaluation and Research of the Food and Drug Adminis-
tration.

I appreciate the opportunity to discuss the committee’s concerns
regarding the drug Accutane. Helping to ensure the safe and effec-
tive use of Accutane has involved difficult scientific and ethical
issues for FDA. We have taken our regulatory responsibilities con-
cerning this drug very seriously.

FDA approved Accutane in 1982 for use in the treatment of se-
vere recalcitrant cystic acne that is unresponsive to conventional
therapy, including antibiotics. Accutane is uniquely effective in
treating patients with this disease, but is associated with serious
adverse events, including birth defects. For this reason, it contin-
ues to be one of FDA’s most difficult challenges in the area of post-
approval risk management.

FDA must constantly balance the public need for access to effec-
tive therapies with the risks associated with their use. FDA has
been proactive in addressing the issue of risk management. We rec-
ognize, however, that FDA is but one of many players that can and
glust have an impact on the safety of health care in the United

tates.

Because Accutane is the only product that can potentially cure
cystic acne, FDA permitted the continued marketing of the product
in spite of the known risk of birth defects and other serious reac-
tions. FDA has proceeded to periodically reassess the risk-benefit
equation.

From 1983 through 1990, FDA and the manufacturers stepped
up efforts to communicate the significant risk to women of child-
bearing age. The original clinical trials for market approval for
Accutane did not contain significant reports of depression or mood
disorders. However, in the mid-1980’s, due to postmarketing re-
ports of depression, a label revision was done to include changes
in mood and depression as part of the adverse reaction section.

FDA began a reevaluation of the psychiatric illness reports in
1996 when a physician in the Reviewing Division noted two cases
of suicide in a routine listing of recent adverse events associated
with Accutane. Reports such as this does not necessarily mean that
the event has any relationship to the drug. Accutane, however, had
previously been associated with depression as already noted in the
Accutane labeling.

Because suicide is the most serious consequence of depression,
the FDA Reviewing Division enlisted the help of specialists in the
FDA Epidemiology Division to try to determine whether the cases
could possibly be related to Accutane use.

The divisions undertook a systematic analysis of the published
literature, previously reported cases entered into data bases and in-
coming safety reports. These reports were not numerous relative to
the rate of depression and suicide expected to be seen in the popu-
lation likely to receive Accutane, teens and young adults. Some of
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the reports, however, included important details that did suggest
the possible involvement of Accutane.

Therefore, in May 1997, the FDA began working with the manu-
facturer to fully evaluate the data and determine appropriate next
steps. In February 1998, a labeling change moved psychiatric ad-
verse events in the professional labeling to the warning section.
While Accutane labeling had previously included depression in the
adverse reaction section, it was hoped that the addition of wording
that calls attention to possible suicidal behavior would help further
ensure that prescribers would take appropriate actions if patients
developed mood changes. Even though a causal relationship be-
tween Accutane and suicidal behavior had not been scientifically
established, this action was thought prudent, given the available
information.

In addition, a letter was sent to doctors who might prescribe
Accutane, as well as those likely to see patients who develop psy-
chiatric disturbance. FDA also posted a special notice about
Accutane on its public Web site and released a talk paper to the
press to further ensure wide attention and dissemination of this
warning. There was also an update placed on the FDA consumer
Web site. FDA also instructed the manufacturer to discontinue pro-
motional claims regarding the psychosocial benefits of Accutane
treatment for acne.

Patient information is intended to remind the patient about im-
portant things they discussed about their treatment with their pre-
scriber. It is not often—it is often not identical to the wording of
professional labeling. Prior to the 1998 change in the professional
labeling, there were five signs of potentially serious problems listed
as bullets for patients, with all capital letter instructions to stop
Accutane and call their doctor immediately.

All of these bullets, except mood changes, reflected serious ad-
verse events in the warning section of the professional labeling.
Thus, when psychiatric problems were moved in 1998 to the warn-
ing section of the professional labeling, it was already in the proper
list in the patient information.

As with other symptoms of possible serious or fatal problems, the
patient information on mood changes did not include specific infor-
mation about the possible outcome, that is, suicide, instead being
followed by the advice to stop the drug and call the doctor imme-
diately due to the possibilities of serious consequence.

After the 1998 labeling change about psychiatric disorders, FDA
embarked on a very comprehensive reassessment of the overall la-
beling and risk management for Accutane. The revised patient in-
formation resulting from this work was implemented on an interim
basis, with a commitment by the manufacturer to conduct patient
comprehension testing and to pursue further revision. The interim
revision implemented in the summer of 2000 captures the possible
outcome for mood disorder; that is, suicide. The need for research
to determine if the linkage was causal began soon after the label-
ing change. The manufacturer undertook multiple epidemiologic
studies. Results reported thus far have been inconclusive.

Epidemiologic studies by FDA of the dechallenge/rechallenge
cases, also analyzed by Roche study, are suggestive of the critical
need for further research. It is very likely that a controlled mass
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clinical study would not be feasible for ethical and technical rea-
sons. Therefore, an important goal of seeking outside expert advice
was to explore other approaches.

In September 2000, the Dermatologic and Ophthalmic Drugs Ad-
visory Committee again discussed Accutane. The two major topics
were prevention of fetal exposure and risk management strategies
for the uncertain risks of psychiatric effects associated with the use
of Accutane.

On the issue of psychiatric events, the committee unanimously
agreed that there was sufficient concern about Accutane to justify
exploring additional risk management strategies, even though the
risk was uncertain. The committee recommended that the manufac-
turer add the information about the adverse events to the informed
consent documents signed by patients and their parents or guard-
ians prior to receipt of Accutane; that they develop and distribute
an enhanced prescriber educational program about the psychiatric
events; that a medication guide be developed and implemented for
Accutane.

The committee was also asked whether further studies to help
clarify the relationship between Accutane use and psychiatric
events were needed, and, if so, what kinds of studies. The commit-
tee discussed the many ethical and technical problems with con-
trolled clinical trials in this instance and offered ideas for other
types of studies with an emphasis on basic science research, par-
ticularly focused on the adolescent central nervous system, as well
as epidemiologic studies in addition to those already under way.
The agency is working with the manufacturer as well as the Na-
tional Institutes of Health to implement the committee’s rec-
ommendations.

In conclusion, Accutane continues to be one of the more challeng-
ing products that FDA regulates. We think the record dem-
onstrates the agency’s continued concern regarding this product
and our efforts to manage the associated risks. We are hopeful that
research will establish whether or not the psychiatric events associ-
ated with the use of Accutane are truly caused by the drug. We will
continue to work with the manufacturer to keep health profes-
sionals and consumers aware of the risks associated with Accutane
and the circumstances under which it should be used and pre-
scribed.

Thank you for the opportunity to discuss this important matter.

[The prepared statement of Dr. Bull follows:]
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Introduction

Mr. Chairman anci Members of the Committee, I am Jonca Bull, M.D., Deputy Director of the
Office of Drug Evaluation V, Center for Drug Evaluation and Research (CDER), Food and Drug
Administration (FDA or the Agency). I appreciate the opportunity to discuss the Committee’s
concerns regarding the drug Accutane. Helping to ensure the safe and effective use of Accutane
has involved difficult scientific and ethical issues for FDA. We have taken our regulatory

responsibilities concerning this drug very seriously.

FDA approved Accutane in 1982 for use in the treatment of severe, recalcitrant cystic acne that is
unresponsive to conventional therapy, including antibiotics. In most casés, cystic acne is severely
disfiguring, causing red cysts and nodules, which can leave deep scars. Accutane is uniquely
effective in treating patients with this disease, but is associated with serious adverse events
including birth defects. For this reason, it continues to be one of FDA’s muost difficult challenges

in the area of post-approval risk management.

FDA must constantly balance the public need for access to effective therapies against the risks
associated with their use. FDA has been proactive in addressing the issue of risk management.
For example, as one of her first initiatives as Commissioner, Dr. Jane E. Henney established a
Task Force to evaluate the system for managing risks of FDA-approved medical products,
focusing particularly on FDA’s part in the system. We recognize that FDA is but one of many
players that can and must have an impact on the safety of health care in the United States.

One of FDA’s primary responsibilities is in the premarket phase. A major goal of the

premarketing review of a drug is to help ensure by the careful review of the data collected in the



102

clinical trials that products are truthfully and adequately labeled for their intended use and target
population. Approval of a drug product is based on FDA’s acceptance and review of data
collected during the course of the drug’s development, including the results of clinical t;ials
demonstrating that the drug is safe and effective for its intended use. No drug, however, is 100
percent safe; no pharmacologically active medicine exists that does not have side effects. FDA
realizes ihat when an approved new drug becomes widely used in clinical practice, health care
professionals may observe differences from clinical trial results in both the incidence and/or
types of adverse drug experiences. For this reason, FDA's other primary responsibility is
postmarketing surveillance--to monitor rare, serious, unexpected adverse drug events

(i.e., serious or unexpected adverse reactions not described in the approved labeling). The
Agency monitors reports from manufacturers, consumers, and health professionals to determine

if any safety problems or trends can be identified and takes action accordingly.

After a drug is approved, the prescriber assumes primary responsibility for managing the product
risks (and benefits) for the individual patient because of his/her specific knowledge of the unique
circumstances surrounding each individual patient. In this situation, FDA’s role has been to
assist the prescriﬁer by requiring that risks and benefits are described in the labeling and
promotional materials, and to assure, through postmarketing surveillance of reports of potential
new safety information, that this new information about risks is relayed promptly to clinicians.
To minimize risks, product labeling often describes how to select patients, how to select and
rﬁodify the dose schedule for individual patients, how to avoid interacting treatments, how to
monitor for drug toxicity, and what measures to use to avoid or mitigate drug toxicity. FDA and

manufacturers rely on practitioners to prescribe products with full knowledge of the prescribing
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information and limitations detailed in the product labeling. Likewise, practitioners presume
their patients will use their medications according to directions given. We know, however, that

this does not always happen.

Because all drugs have risks, it is critical fhat patients are fully informed about potential side
effects as well as benefits before deciding to take a particular medicine. Once the choice to take
a product is made, patients need to understand how to take the medicine properly, the
precautions they should observe, and the signs of possible side effects. FDA has worked for over
two decades to help ensure that patients get the full information that they need to take medicines
as safely as possible. In 1980, the Agency published a rule requiring FDA approved patient
labeling for ten drugs/drug classes, with the expectation that this would be extended to all
prescription drugs. In 1982, the rule was revoked in favor of private sector efforts to provide

patient information that FDA would monitor.

By 1994, FDA surveys showed that only 58 percent of patients were receiving some sort of
information with prescriptions. Therefore, in 1995, FDA published a proposed rule, commonly
called MedGuide, that set forth goals for the distribution of useful prescription drug information
to consumers, and would have required manufacturers to include drug information for the patient
when a product posed a serious and significant public health concern. In August 1996, Congress
passed legislation that provided another opportunity for private achievement of the MedGuide
goals. Consequently, a private sector Action Plan was developed to meet the need. In 1998,
FDA published a final rule requiring patient labeling (MedGuides) for products that pose

“serious and significant” public health concerns, anticipating an average of no more than five to
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ten products annually. This rule became effective on June 1, 1999, and provides the framework
under which the proposed Accutane MedGuide is being developed. For the vast majority of
products that will not have MedGuides, patient information given out with prescriptioné is

expected to be provided by the voluntary private sector effort.

Adverse Effects Associated with Accutane

When Accutane was approved, the most common adverse reaction reported was severe drying
and chapping of the lips, which occurred in about 90 percent of patients. In addition, 25 percent
of patients treated had an elevation of serum triglycerides (fatty substances in the blood), and
elevated cholesterol levels. The labeling of the drug, therefore, suggested that physicians closely
monitor these levels during treatment. Also, the approved labeling also informed physicians that-
about 40 percent of patients developed conjunctivitis, 16 percent developed musculoskeletal
symptoms, less than 10 percent of patients experienced rash or thinning of hair, and about five
percent experienced peeling of palms and soles, skin infections, nonspecific urogenital findings,
nonspecific gastrointestinal symptoms, fatigue, and increased susceptibility to sunburn. Because
teratogenicity was observed in animals, Accutane was contraindicated in patients who were

pregnant or planning to become pregnant, or in nursing mothers.

During the first ten years after the initial marketing of Accutane, the primary focus of concern
was managing the established risk of birth defects, a risk initially suspected and noted in the
labeling. FDA'’s staff held numerous meetings with the company, analyzed adverse event

reports, and convened at least seven Advisory Committee meetings.
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Because Accutane is the only currently available product that can potentially cure cystic acne,
FDA permitted the continued marketing of the product in spite of the known risk of birth defects
and other serious reactions. FDA has proceeded to periodically reassess the risk/benefit
equation. From 1983 through 1988, FDA and the company stepped up efforts to communicate
the significant risks to women of child-bearing age. These efforts included: 1) physician
labeling changes; 2) repeated mailings of special letters to doctors and pharmacists detailing
proper use and emphasizing the risks; 3) two articles in FDA’s Drug Bulletin, which reached
more than a million health professionals, emphasizing proper prescribing of Accutane;

4) distribution to patients through doctors of a patient information leaflet highlighting the risks;
5) distribution to pharmacists of red warning stickers to be placed on each prescription bottle;
and 6) issuance of press releases and background papers to the general news media for use in

warning the public about the risks associated with Accutane.

Despite these efforts, there was evidence that the drug was being used in thousands of women of
child-bearing age with less severe acne than that for which the drug was approved, i.e., for severe
recalcitrant cystic acne which does not respond to conventional therapy. In 1988, the Centers for
Disease Control and Prevention (CDC) published an article describing four cases of muitiple,
serious birth defects occurring from 1983 to 1987, and cited additional cases previously reported.
Consequently, FDA convened another Dermatologic Drugs Advisory Committee (the
Committee) meeting to consider various options for dealing with the problem. The Committee
listened to presentations from experts in several medical specialties, as well as scientists from
CDC, FDA, Hoffman La-Roché, Public Citizen’s Health Research Group, the American

Academy of Pediatrics, and the American Academy of Dermatology. At FDA’s request,
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additional experts participated in the deliberations, including doctors specializing in obstetrics,
birth defects, genetic diseases, reproductive sciences, clinical pharmacology, and epidemiology.
At the end of the day-long session, the Committee unanimously recommended continued sale of
Accutane with revised labeling for physicians and patients arid further restrictions in connection
with distribution of the drug including: 1) increased prominence and strength of warnings and
contraindications through new packaging, and more explicit information about the degree of risk;
2) recommended use only in women who have had a negative pregnancy test (if they are able to
bear children); and 3) written acknowledgement from patients taking the drug that they have
been informed of the risk of birth defects. In a split vote, the Committee recommended that the
drug’s use be restricted by one or more of the following: 1) dispensing only by certain
physicians, 2) special restrictions for high risk patients, 3) requiring a second opinion for high
risk female patients, or 4) requiring an educational program for certification of physicians to
dispense the drug. The Committee also asked for continued monitoring of use and reports of all

adverse events.

After the Committee made its recommendations, in May 1988, FDA issued a letter to Hoffman-
La Roche outlining actions designed to limit or prevent misuse of the drug. The May 1988 letter
provided in part: 1) that Accutane be dispensed in a blister pack with the patient warnings
(including pictures showing the severity of birth defects) and other information as part of the
package itself (this information was provided in addition to the pamphlets physicians provide to
patients); and 2) physicians and women patients be asked to sign a form acknowledging their
understanding of the very great likelihood of serious birth defects if the drug was taken during

pregnancy. More detailed physician and patient labeling was also mandated. FDA’s letter also
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called for extensive educational campaigns aimed at physicians, pharmacists, and patients and

encouraged publication of advertisements on the teratogenic effects of the drug.

Furthermore, FDA’s 1988 letter stated that the blister pack should include a tear-off postcard
addressed to the company requesting the patient’s name, telephone number, address, and
permission to be contacted by the company for studies requested by FDA. FDA requested a
follow-up study to ascertain patient awareness, disease status, contraception use, information
regarding any pregnancy, and the outcome of that pregnancy. The letter also requested reporting
of all pregnancy exposures and an effort to find out why patients, despite warnings, became
pregnant or used the drug when already pregnant. The company was asked to do further clinical

trials using lower doses of the drug, or higher doses for a shorter period of time.

In mid-1989, the company fully implemented its “Pregnancy Prevention Program for Women on
Accutane.” This program included the unprecedented educational efforts and restrictions
requested by the May 1988 letter from FDA. Consequently, in May 1990, Accutane underwent
review by FDA’s Dermatologic Drugs Advisory Committee. FDA asked the Committee to
evaluate the effectiveness of the company’s efforts to curb drug/pregnancy exposures and birth
defects, and whether additional measures were necessary. The Committee concluded that the
manufacturer made a very strong effort to inform patients and physicians of the risk associated
with Accutane but that the data on recent efforts was limited. Data included one infant reported
with defect in 1990, four in 1989, and three in 1988, compared to ten for 1987 and 12 for 1986.
The Committee recommended: 1) that educational materials emphasize the importance of the

initial pregnancy test before beginning treatment with Accutane; 2) that physicians stress to
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patients the importance of the informed consent forms and that such forms be available in
numerous languages; 3) pregnancy prevention counseling be made available and emphasized;
and 4) that the manufacturer design a program to ensure that patients returned all leftover

medications so they would not take Accutane without a dermatologist’s supervision.

Warnings Regarding Accutane and Depression and Suicidal Behavior

The original New Drug Application (NDA) safety database for Accutane did not contain reports
of depression or mood disorders. In the mid-1980s, however, due to postmarketing reports of
depression, a labeling revision was done to include depression as part of the adverse reactions
section. The labeling provided: “Depression has been reported in some patients on Accutane
therapy. In some of these patients, this has subsided with discontinuation of therapy, and
recurred with reinstitution of therapy.” In addition, the adverse reactions section stated: “The
following CNS reactions have been reported and may bear no relationship to therapy: seizures,
emotional instability, dizziness, nervousness, drowsiness, malaise, weakness, insomnia, lethargy,

and paresthesias.”

FDA began a re-evaluation of the psychiatric illness reports in 1996, when a physician in the
reviewing division noted two cases of suicide in a routine listing of recent adverse events
associated with Accutane. Reports such as this do not necessarily mean that the event has any
relationship to the drug. Accutane, however, had previously been associated with depression as
already noted in the Accutane labeling. Because suicide is the most serious consequence of
depression, the FDA reviewing division enlisted the help of specialists in the FDA epidemiology

division to try to determine whether the cases could possibly be related to Accutane use. The
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division undertook a systematic analysis of the published literature, previously reported cases

entered into databases, and incoming safety reports.

These reports were not numerous relative to the rate of depression and suicide expected to be
seen in the population likely to receive Accutane, namely teens and young adults (sometimes
referred to as the “background” rate). Some of the reports, however, included important details
that did suggest the possible involvement of Accutane. Some reports described a consistent
pattern of symptoms in patients with no previous history of such symptoms and no other
identifiable reason for their occurrence. Other cases were described in which the symptoms
began during the Accutane treatment and then resolved soon after the medicine was stopped. In
a subset of these cases, Accutane was then restarted and the same symptoms returned. While
these findings do not prove that Accutane causes psychiatric illness, they are suggestive of a

possible link.

In May 1997, when an association appeared possible, FDA began working with the company to
fully evaluate the data and determine appropriate next steps. In February 1998, a labeling
change included psychiatric adverse events in the professional labeling’s Warnings section,
stating: “Psychiatric Disorders: Accutane may cause depression, psychosis, and rarely, suicidal
ideation, suicide attempts, and suicide. Discontinuation of Accutane therapy may be insufficient;
further evaluation may be necessary. No mechanism of action has been established for these
events (see Adverse Reactions: Psychiatric).” The Adverse Reactions section stated
“psychiatric: suicidal ideation, suicide attempts, suicide, depression, psychosis (see warnings:

Psychiatric Disorders), emotional instability.” While Accutane labeling had previously included

10
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depression in the adverse reactions section, it was believed that the addition of wording that
called attention to possible suicidal behavior would help to ensure that prescribers would take
appropriate actions if patients developed mood changes. Even though a causal relationéhip
between Accutane and suicidal behavior still had not been scientifically established, this action

was thought prudent given the available information.

In addition, a letter was sent to doctors who might prescribe Accutane, as well as those likely to
see patients who develop psychiatric disturbance. FDA also posted a special nofice about
Accutane on its public website and released a Talk Paper to the press to help ensure wide
attention and dissemination of this warning. FDA also instructed the company to discontinue

promotional claims regarding the psychosocial benefits of Accutane treatment for acne.

Patient information is intended to remind patients about important things they discussed about
their treatment with their prescriber. It is often not identical to the wording of professional
labeling. Prior to the 1998 change in the professional labeling, there were five “signs” of
potentially serious problems listed as bullets for patients, with all capital letter instructions to
stop Accutane and call their doctor immediately. All of these “bullets” except mood changes
reflected serious adverse events in the Warning section of the professional labeling. Thus, when
psychiatric problems were upgraded in 1998 to the Warning section of the professional labeling,
it was already in the proper list in the patient information. As with other “symptoms” of possible
serious or fatal problems, the patient information on mood changes did not include specific
information about the possible outcome (suicide), instead being followed by the advice to stop

the drug and call the doctor immediately due to the possibility of serious consequences. For

11
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example, the patient information said to watch out for yellow skin or abdominal pain. This

reflects professional labeling about hepatotoxicity or pancreatitis, which can be fatal.

After the 1998 change regarding psychiatric disorders, FDA embarked on a very comprehensive
re-assessment of the overall labeling and risk management for Accutane. This comprehensive
re-evaluation included the following: 1) ways to improve methods to prevent birth defects;

2) possible interactions with drugs not on the market in 1982 when Accutane was approved

(e.g., new contraceptive therapies); 3) epidemiologic study of accumulating reports of adverse
events not in the labeling to decide on inclusion; 4) safety issues specific to young growing
patients; 5) re-organization of the information to make it more useable for prescribers; and

6) re-design of the patient information to improve visibility of items not related to pregnancy
prevention, adding new information, and providing specific information about possible outcomes
for serious events. The revised patient information resulting from this work was implemented on
an interim basis with a commitment by the manufacturer to conduct patient comprehension
testing and to pursue further revisions. The interim revision, implemented in the summer of
2000 captures the possible outcome for mood disorder (suicide) but did not accomplish this goal

for all of the bulleted serious adverse events.

FDA and the company also began to address the need for further research into the potential link
between Accutane and psychiatric events soon after the 1998 labeling change. Roche began a
number of studies. The company and FDA had frequent working meetings and some results
were submitted to FDA beginning in late 1999. Some of these studies were discussed at the

September 2000 meeting of FDA’s Dermatologic and Ophthalmic Drugs Advisory Committee,
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at least one has been published, and the results of another are expected soon. To date, these
studies do not provide a definitive answer. It is very likely that a controlled masked clinical
study would not be feasible for ethical and technical reasons and a major goal of seekir{g outside

expert advice in September 2000 was to explore other approaches.

September 2000

As noted previously, in September 2000, the Dermatologic and Ophthalmic Drugs Advisory
Committee again discussed Accutane. The two major topics were prevention of fetal exposures
and risk management strategies for the uncertain risk of psychiatric effects associated with the
use of Accutane. On the pregnancy prevention issue, the Committee agreed on the following
three goals or principles: 1) no one should begin Accutane therapy if pregnant; 2) no
pregnancies should occur while on Accutane therapy; and 3) a monitoring program should be
implemented to assess progress toward these goals. FDA presented five designs to achieve these
goals, and the majority of the Committee voted on a design that included: 1) education and
informed consent; 2) complete participation including registration of patients and physicians; and
3) tracking of pregnancy exposures including a pregnancy registry, surveys, and external data.

The Committee did not want restricted distribution.

On the issue of psychiatric events, the Committee unanimously agreed that there was sufficient
concern about Accutane to justify exploring additional risk management strategies even though
the risk was uncertain. The Committee recommended that the manufacturer: 1) add the
information about the adverse events to the informed consent document signed by patients and/or

their parents or guardians prior to receipt of Accutane; 2) develop and distribute an enhanced
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prescriber educational program about the psychiatric events; and 3) develop and distribute a
Medication Guide for Accutane. The Committee also was asked whether further studies to help
clarify the relationship between Accutane use and psychiatric events were needed and it 50, what
kind of studies. The Committee discussed the many ethical and technical problems with a
controlled clinical trial and offered ideas for other types of studies with an emphasis on basic
science research, particularly focused on the adolescent central nervous system, as well as
epidemiologic studies in addition to those already underway. The Agency is working with the

manufacturer to implement the Committee’s recommendations.

Conclusion

Accutane continues to be one of the more challenging products FDA regulates. We think the
record demonstrates the Agency’s continued concern regarding this product and our efforts to
manage the associated risks. We hope that the future will bring a product effective for severe
recalcitrant cystic acne without the risk of birth defects or other possible serious adverse events.
We are also hopeful that research will establish whether or not the psychiatric events associated
with the use of Accutane are truly caused by the drug. We will continue to work with the
manufacturer to keep health professionals and consumers aware of the risks associated with
Accutane and the circumstances under which it should be used and prescribed. Thank you for

the opportunity to discuss this important matter.
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Mr. BURTON. I presume that Dr. Huene does not want to make
an opening statement; is that correct?

Dr. BULL. No.

Mr. BurToN. OK.

We will probably have a couple of rounds of questions, questions
at least as far as I am concerned. So bear with us. We are going
on 5-minute rounds, and then we will come around with a second
round for those who want to ask more questions.

Dr. Jacobs, are you aware that a month after the “dear doctor”
letter was sent out warning doctors about the concern about
Accutane being linked to depression, that the FDA sent a warning
letter to Roche Laboratories about advertising that made false or
misleading statements and promoted Accutane for an unapproved
use?

According to the warning letter, “Roche’s promotional materials
state or suggest that Accutane is safe and effective in the treat-
ment of what Roche describes as the psychosocial trauma and emo-
tional suffering associated with acne, including negative psycho-
social effects such as depression and poor self-image.” This claim
is particularly troublesome in light of information recently pre-
sented in a “dear doctor” letter that Accutane may cause depres-
sion, psychosis and rarely suicidal ideation, suicide attempts and
suicide.

As someone who is an expert in suicide, how would you respond
to a company promoting a drug with reported suicides for a treat-
ment for psychosocial trauma?

Dr. JacoBs. Well, first of all, I am not aware of any communica-
tions between Roche and FDA. I mean, you are bringing that to my
attention. I have not seen that.

The issue for me, as an expert, is that suicide and depression can
occur in the Accutane-treated population. On the other hand, we
know that persons who have severe acne, as was indicated by Dr.
Pariser, can have psychiatric symptoms, including depressive
symptoms, anxiety symptoms. The Accutane can be helpful.

Clearly, the need to communicate accurate information I cer-
tainly support. I was aware of that label change. From a scientific
standpoint, I do not see that Accutane causes depression or causes
suicide. The issue is should a physician be aware of mood changes
in their patients? Should a physician be aware of suicidal ideation?

Part of the project I am involved in, National Depression Screen-
ing Day, and to answer Mrs. Morella, we have a primary care out-
reach, and part of what we do is we educate physicians about what
the signs and symptoms of depression are and how to ask about
suicide.

So I think it is important. Should it be specific for Accutane, I
think it should be for all physicians, including dermatologists.

Mr. BURTON. You are not aware? That was my question, you
were not aware that the FDA wrote a letter to—or contacted Roche
saying that they were giving questionable information?

Dr. JacoBs. No, and maybe it is important to clear up. My rela-
tionship to Roche, I have served as a consultant, specifically from
a scientific standpoint looking at the data in the spontaneous re-
ports; and that’s the nature of my consultation.
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Mr. BURTON. What drugs are you aware of that can cause de-
pression and suicide?

Dr. JacoBs. Well, that’s also a very interesting question. In my
opini((l)n, there is no one drug out there that causes depression or
suicide.

In the PDR, and I have researched this, there are about 100
drugs listed that, “cause depression.” However, that is not a—be-
cause it is in the PDR, that is not a scientific study. What this is
is these are drugs that cause depressive symptoms. I think it is
important——

Mr. BurToN. OK.

Dr. JAcoBs. The issue of beta blockers, which many people are
familiar with, cause lethargy, lack of energy, and physicians are
aware it, “can cause depression,” but it is not depression per se; it
is depressive symptoms. And none of those drugs are associated
with suicide.

If you are asking about drug-induced, quote, depression, it is
symptoms of depression that don’t satisfy the criteria that I indi-
cated earlier, but there is no study that shows that that type of,
“depression is associated with suicide.”

Mr. BURTON. Well, you are a consultant to Roche. Are you still
a consultant with Roche?

Dr. Jacoss. Yes, I am.

Mr. BURTON. OK. Have you done similar reviews of suicide and
pgssik‘)?le drug causal link for any of these drugs you are talking
about?

Dr. JAcoBS. In terms of looking at—I have looked at some of the
issues of fluoxetine, or Prozac. In the context of my consultation
with Roche, I reviewed the entire literature on drug-induced de-
press}i;)n, and I mentioned about beta blockers. I didn’t do the re-
search.

Mr. BURTON. But you found no causal link?

Dr. Jacoss. I found no causal link.

Mr. BURTON. OK. That answers my question.

Dr. Jacoss. OK.

Mr. BURTON. Mr. Waxman.

Mr. WAXMAN. Thank you very much, Mr. Chairman.

Let me start off with you, Dr. Pariser. I have heard estimates
that as many as 80 percent of patients for whom Accutane is pre-
scribed have only moderate or mild acne, not the severe cystic acne
for which Accutane is approved. This is undoubtedly why Accutane
had over $485 million in sales in the United States last year. This
overprescribing exposes significantly more people to the very seri-
ous and, as we have discussed, unknown risks of Accutane. How
much does the Academy believe that Accutane is overprescribed,
and what is your position on what should be done to limit it?

Dr. PARISER. Thanks for the question.

Well, T don’t know that we have any systematic information on
f}xgcltly how much acne may be prescribed, technically speaking, off
abel.

Mr. WAXMAN. Accutane?

Dr. PARISER. I am sorry. How much Accutane is prescribed for
acne which is not in nodular, cystic, recalcitrant and unresponsive
to other therapies.
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I think that it is a clinical dilemma that many of us who treat
acne all the time face. I will commonly see a patient who has acne
which may be recalcitrant, which may be nonresponsive to other
therapies, but which may not be cystic acne; and yes, I have pre-
scribed Accutane in those situations. There are no statistics that I
am aware of.

Mr. WAXMAN. Do you believe that there is an overprescribing of
Accutane?

Dr. PARISER. Well, I would have to know what the numbers were
first. Accutane is prescribed for many off-label indications.

Mr. WAxMAN. Off-label means not for——

Dr. PARISER. For acne which is recalcitrant, which is nonrespon-
sive.

Mr. WAXMAN. There could be dermatologists who are prescribing
it for acne cases for which the FDA never envisioned this particular
drug to be prescribed?

Dr. PARISER. I think that is a correct statement, but it is in the
context of many drugs that we prescribe in ways that are not di-
rectly labeled.

Mr. WAXMAN. What is the Academy doing to ensure that mem-
bers are better informed about these risks?

Dr. PARISER. Well, every year at our annual meeting, which is at-
tended by, last year, over 90 percent of our membership, we have
seminars on acne among many other factors; we have various con-
tinuing medical education efforts that are going on, and those are
the major efforts of education that the Academy sponsors. There
are other venues from which our members get information.

Mr. WAXMAN. Our earlier witness, Amanda and her mother, tes-
tified that their dermatologist and other treating physicians did not
know about the possible relationship between Accutane and depres-
sion. How do you explain the ignorance of her dermatologist and
other psychiatrists and treating physicians about the relationship?
Are they not informed by the Academy? Are they not informed by
FDA? Are they not informed by Roche?

Dr. PARISER. Well, I think all of the above would be applicable.
I am personally heart-saddened by the fact that many of my col-
leagues seem to be less informed on this than they should be, and
I have no defense for that. I think it is something which we all
have to work harder to do. Education has got to happen.

Mr. WaxXMAN. Dr. Jacobs, I want to begin by asking a few ques-
tions about your background.

Have you served as an expert witness or been deposed on behalf
of defendants in cases involving patient suicides?

Dr. JAcOBS. Yes, I have.

Mr. WAXMAN. And have the defendants been practicing drug
companies or drug companies like Roche?

Dr. JacoBs. The defendants have primarily been physicians or
health care providers. There have been very few cases in which I
have actually testified on behalf of pharmaceutical companies in a
medical legal matter.

Mr. WAXMAN. How many cases have you been involved with, and
what percentage of your income comes from these cases?

Dr. JAcoBs. Well, I have been doing this work since about 1980,
and I have been involved in approximately 300 medical legal mat-
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ters, and in terms of my income, approximately 70 percent of my
income comes from my consultation in medical legal matters.

Mr. WAXMAN. You represented Roche before the FDA when the
agency decided in 1998 to strengthen the warning on psychiatric
disorders; isn’t that correct?

Dr. JAcoBs. I was asked to serve as a consultant. I don’t know
if I would officially say I represented Roche. I was a consultant for
them certainly.

Mr. WAxXMAN. For Roche, and then you testified——

Dr. JAcoBs. At the FDA hearing; that is correct.

Mr. WAXMAN. Do you think the FDA was wrong to strengthen
their warning and do you think the French and the British Govern-
ments were also wrong to have similar warnings on Accutane?

Dr. JACOBS. I certainly don’t think they were wrong. From the
data I saw, if I were asked is that accurate, is that an accurate
statement that Accutane—and I think the label reads Accutane,
and I don’t know whether it is “may cause” or Accutane “causes de-
pression, psychosis, and in rare cases suicide attempts and sui-
cide.” As a scientist, I did not see that. From a public health stand-
point to alert patients that—to alert families and physicians that
the Accutane-treated population are at risk just as other popu-
lations are at risk for depression and suicide, as a physician dedi-
cated to informing the public about suicide, you know, I don’t think
that is wrong at all.

Mr. WAXMAN. Just on this one point, I know my time has ex-
pired, but FDA requires Roche to add the following new boldface
warning to Accutane’s package insert—FDA is still unaware of the
new French warning—“Warning: Psychiatric disorders; Accutane
may cause depression, psychosis and, rarely, suicidal ideations, sui-
cide attempts, and suicide. Discontinuation of Accutane therapy
may be insufficient. Further evaluation may be necessary. No
mechanism of action has been established for these events.”

Then there is “Adverse Reactions. In the postmarketing period,
a number of patients treated with Accutane have reported depres-
sion, psychosis and, rarely, suicidal ideations, suicide attempts, and
suicide. Of the patients reporting depression, some reported that
the depression subsided with discontinuation of therapy and re-
curred with reinstitution of therapy.”

My question to you, with that warning label, were you testifying
in support of that warning label or were you testifying in opposi-
tion? And if you were asked your opinion, would you have urged
FDA to have that warning label?

Dr. JacoBs. I wasn’t testifying for or against labels. That is not
my area. I was asked to testify on my scientific analysis of the
spontaneous reports. It is up to the FDA to make their conclusions
based upon my testimony.

As I indicated before, because there is not a scientific rationale
for that label, I am certainly not in opposition to that label. It is
certainly conservative. There are certainly some patients, as we
have heard today, who have had unfortunate experiences while on
Accutane. And to the degree that physician awareness and family
awareness that depression can occur in young people, that suicide
can occur, and if this is a way to alert people, I am all for it.



118

Mr. WAXMAN. Thank you. Was Roche advocating this, or was
Roche urging, to your knowledge, that they not go with this label?

Dr. JacoBs. I was unaware—that is not the level that I get in-
volved in. I know that there were discussions after my presentation
between Roche and the FDA, and then I heard—I only heard the
outcome. I wasn’t involved in the process.

Mr. WAXMAN. Thank you. I will wait for another round.

Mr. BURTON. Mrs. Morella.

Mrs. MORELLA. Thank you, Mr. Chairman. I will try to ask each
of you quickly a question so I can get to all of you.

First of all, Dr. Pariser, you mentioned that it is not prescribed
casually, and I am wondering—and yet it seems as though there
is no system in place to educate parents and families.

With your extensive experience in dermatology, do you feel that
physicians prescribing Accutane are doing enough to educate par-
ents and families of the possible dangers of the drug?

Dr. PARISER. Well, there are many venues and many modalities
of education. There is pamphlets, there is consent forms, there is
education.

Mrs. MORELLA. Is there something that you feel is particularly
good?

Dr. PARISER. But the main responsibility and the main place to
educate is when the physician and the patient are together in the
treatment room, with all other outside influences outside the closed
door. I think it is the physician’s responsibility to do that. If the
physician chooses to use some of these educational aids to help
that, I think that is fine, but it is the responsibility of the physician
to do that. I spend more time in my practice talking to somebody
about Accutane than I do—it takes me longer to do that than to
take off a skin cancer or to do many other procedural services.

Mrs. MORELLA. So what you are saying is it should be done, it
is the responsibility of the physician, but you don’t have any guar-
antee it is being done.

Dr. PARISER. That is correct.

Mrs. MORELLA. Exactly. You also talk about the fact that you
would see the symptoms develop—or actually, let me put it this
way. Accutane is prescribed for like a 5-month period and then
maybe it is prescribed again, and yet hearing from our previous
panel, they seem to see adverse symptoms almost immediately and
certainly within a couple of months, but they even said during the
first week. So is there a disconnect there?

Dr. PARISER. The clinical studies that were done of Accutane that
derived the data on its efficacy were done with defined courses of
16—usually 16 to 20 weeks of treatment as a defined period of time
usually once, and sometimes that 16- to 20-week period can be re-
peated again later if adequate treatment did not occur prior to
that, but usually, not more than that. I don’t think Accutane
should be or is casually prescribed in the situation of take a little
bit now and a little bit later. I think that is a misuse of the drug.

Mrs. MORELLA. Except it gets to what I am pointing out that we
heard from previous testimony, that that is a very long period of
time for a course of action, because we can detect adverse con-
sequences sooner than that.
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But let me go on then to Dr. Bull. Picking up on what Mr.
Pariser has said in his testimony, he discusses the difficulties of
the creation of a registry, a mandatory registry for Accutane and
uses Thalidomide as an example and says that there will be a lot
more that would be required.

Is FDA considering a registry of that nature, and do you see
some similar problems besetting the Thalidomide registry?

Dr. BuLL. I would add that the Thalidomide experience with the
registry certainly informs how the registry is approached. There is
a%so another drug, RU-486, that does have a patient registry in
place.

With regard to Accutane—and I think actions that ensure the
safe use of the drug, particularly for a potent drug with the risk
profile that Accutane has, I think really compels that we inves-
tigate other options in terms of the sufficiency of our current risk
management structure, and we are working with the manufacturer
in terms of instituting the registry. So that will—

MI“?S. MORELLA. Is there a time line that you could offer at this
time?

Dr. BuLL. We hear from the sponsor at this point in time as
early as next summer, the summer of 2001.

I would like to add as well with regard to the MedGuide and the
enhanced informed consent, we expect to have those out by the
first of the year, sometime in January 2001. So Roche has gotten
in a draft to the agency, we have responded, and we are optimistic
that it is in its final stages to be distributed and available to pa-
tients.

Mrs. MORELLA. I feel that the chairman would probably want to
have the committee notified of what is happening in that regard.

Then finally, for Dr. Jacobs and Dr. O’Donnell, just briefly, if you
think the dangers of Accutane were made clear to patients and
their families, do you think there is a connection that that would
lessen the chances of depression and suicide? Has there been any
evidence to show that patients who knew about the dangers of the
drug were less likely to experience depression or attempt suicide?

Dr. JACcOBS. I am not aware of any

Mrs. MORELLA. I know this is a difficult thing to say, cause and
effect, at this point.

Dr. JAcOBS. I am not aware of any studies that has looked at
that. Certainly, making families aware of signs of depression, signs
of suicide, as I indicated before, would not only be helpful in the
Accutane-treated population, but in all families in suicide, that the
suicide rate unfortunately has remained about the same. Most peo-
ple are not aware that depression can occur in young people, about
6 percent, that suicides do occur, and what the warning signs are.
So education clearly would be helpful.

Mrs. MORELLA. My time has elapsed. Thank you, Mr. Chairman.

Mrs. MORELLA. Sorry. I didn’t give you a chance to answer, Dr.
O’Donnell. Thank you.

Mr. BURTON. Go ahead.

Mr. O’DONNELL. I think your first question was if you tell them
about it, would it decrease the occurrence? It is not going to de-
crease it. But as you heard from Amanda, that had they known,
they would have recognized the association and stopped it. And
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that is a basic premise in any drug treatment. That is why it is
important to put warnings and package inserts in so that if it oc-
curs, the doctor can look and say oh, yes, this is associated. If not,
they are not going to make the connection.

I do believe that for the patient who goes and demands to their
mother or father to go to the dermatologist and demand Accutane
because they have one pimple, that if they learn about the risks,
they are going to realize that maybe we shouldn’t take this risk.
For those who need it because it is severe acne or it is maybe not
so severe, but it is disturbing to them, they recognize the risk and
they can avoid tragedy by educating their child. And I have heard,
I have heard—and I agree, this is not clinical depression according
to DSM4. Maybe it is Accutane depression. We have Accutane, we
have an Accutane-induced birth defect which has its own diagnosis.
Children say—they don’t say I am depressed, they say I feel weird,
or they just spend more time in their room. And having raised
teenagers, you don’t always know what they are thinking. But if
you know that they are put at risk or they may be at risk, and
since we hear from the psychiatrists they are at risk already be-
cause they are in that age group, do we want to give them another
possible risk factor without doing whatever we can to recognize it
and avoid the tragedy?

Mrs. MORELLA. It seems that we are looking for a balancing act
too, the fact that maybe a physician should not prescribe it if some-
one comes in and says I want it, even though you are saying it is
not prescribed casually. Maybe we also need a registry and maybe
we want to make sure that the physicians educate the parents and
the families.

Thank you, Mr. Chairman.

Mr. BURTON. Mr. Horn.

Mr. HORN. Thank you, Mr. Chairman. I am curious; what are the
major magazines, professional magazines that dermatologists gen-
erally receive and that you receive? Would you say it is 5 or 10 or
20?

Dr. PARISER. A smaller number specifically related to dermatol-
ogy. The Academy publishes a journal, the Journal of the American
Academy of Dermatology, which is the premier educational journal
for dermatologists. The Journal routinely carries articles about
acne, about Accutane; the guidelines of care, for example, is pub-
lished in that journal.

The other major clinical journal is the Archives of Dermatology
which is an AMA publication, one of the AMA specialty journals
that is read by most dermatologists, and there are probably 2 or
3 others that most dermatologists would be familiar with in some
way, shape or form. It is not 10, but probably 5.

Mr. HORN. Dr. Jacobs, do you agree with that, or are there other
magazines that would be professionally used by the typical der-
matologist?

Dr. JacoBs. Well, I would really have to defer to Dr. Pariser on
that. I mean in terms of psychiatry, generally psychiatrists read
the professional journals of their particular specialty. But now with
the information explosion on the Internet, certainly reviews are ac-
cessible to physicians, which actually make the reading of whole
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journals probably less, but particular information is more available
to physicians today.

Mr. HorN. Dr. O’Donnell, would you agree with your two col-
leagues on that?

Mr. O’DONNELL. Yes, I would. Yes, I could.

Mr. HORN. Dr. Bull, do you generally read the kinds of journals
the professors have noted?

Dr. BuLL. I would—Dr. O’Connell, who is with me today, would
you agree with that? The publications that dermatologists gen-
erally read, the archives.

Mr. HorN. Well, I am interested in what is the major profes-
sional journals for a dermatologist, especially board certified der-
matologists.

Dr. BULL. Yes, those are the major ones.

Mr. HORN. The reason I ask that is, aren’t there a number of
pharmaceutical ads that you find in most of these magazines? I
mean the pharmaceutical companies do advertise in magazines,
don’t they?

Dr. PARISER. Yes, they do.

Mr. HORN. And these are professional magazines and they adver-
tise in them; is that correct?

Dr. PARISER. Absolutely.

Dr. JACOBS. Yes.

Mr. HORN. I am just a country boy that wants to sort of figure
out how it works. Have you ever seen a pharmaceutical ad that
says we have a problem regarding clinical depression, suicide,
whatever, and maybe you should be careful about this ad? Have
you ever seen one of those ads?

Dr. JAacoBs. I am not an expert on advertising, and I generally
don’t read the ads, but what I do know is that generally when a
pharmaceutical product is advertised, that the whole package in-
sert is there with both the risks and benefits of the medication. I
am not saying that I read that, but it is there.

Mr. HORN. Well, that is part of the problem; people are busy and
they have offices filled with people that they are trying to treat,
and generally they treat very well. But I am just curious when a
pharmaceutical company or the Academy puts an ad in or at least
a warning on one of the professional journal pages, so they could
say now you really should be very careful in prescribing this.

Dr. PARISER. Well, in the case—it is my understanding that all
advertising of any—whether it is in a journal or whatever venue
that any pharmaceutical company undergoes, is reviewed by FDA,
I thought. I know in the case of the Journal of the American Acad-
emy of Dermatology, our premier journal, that there is medical
oversight for all of the advertising and nonscientific pages that are
in there such that there is nothing—mnothing off the wall gets
through.

Mr. HORN. Well, I guess my impression, and I have looked over
the years at maybe 130 medical journals that were in the univer-
sity library, and they sort of are usually pretty glowing with flow-
ers in the ads and all the rest of it. And I just wondered, where
does reality come from if it doesn’t come from the profession?

Dr. JacoBs. Well, the issue of where reality comes from, it is a
serious matter; and when I say I don’t read those ads, it is because
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I am aware of the medication indications. It is no different what
is in there than what is in the PDR or what is available. The pre-
scribing of medication is a very serious matter, whether it is
Accutane or any other medication, and that has to be addressed be-
tween the physician and the patient and sometimes, if it is a
minor, the family. And the reality has to come from the physician.
I think medical journals have a responsibility to provide informa-
tion. The issue of economic support, that is a reality, but the reality
of medicine is that it is a practice, and it is something that has to
be taken seriously between the physician and the patient.

Mr. HORN. How many MDs are board certified for dermatology?

Dr. JacoBs. I would have to defer to Dr. Pariser.

Dr. PARISER. There are approximately 8,000 to 9,000 in the
United States. I think that is a close guess.

Mr. HORN. That is the board certified?

Dr. PARISER. Ninety-seven percent or so of those are members of
the American Academy of Dermatology.

Mr. HORN. So how many thousand are not certified?

Dr. PARISER. Few.

Mr. HORN. Because the problems come, if they don’t go to put in
their standing hours or something in order for licensure, why, they
are not going to hear it very much. And often they pick nice places
to go, and I understand that; most professions do that, and it is a
good way to get people in the door. But I just wondered to what
extent, or is there a vigorous effort made by the professional lead-
ership when there is a drug of one sort or the other or a practice
of one sort or the other? It seems to me that would be one of the
main channels, eyeball to eyeball, or send them an e-mail or what-
ever it is.

Dr. PARISER. Well, at the last annual meeting at the American
Academy of Dermatology we had 17,500 registrants. There were
seminars and symposium on acne as well as on dozens of other top-
ics.

Mr. HORN. Do you think it made an effect?

Dr. PARISER. I think every little incremental change helps some.
I don’t know that there is a way that we measure the details of
that particular kind of educational effort, but certainly a lot of ef-
fort goes into it.

Mr. HORN. I am going to have to leave, so may I just ask one
more question?

Mr. BURTON. Sure, sure.

Mr. HORN. Have there ever been major studies of just plain old
vitamin A versus Accutane? What is the effect, if any? Does vita-
min A have suicidal tendencies, or what?

Dr. JAcoBs. I am not aware of any such study. The only—what
I am aware of about vitamin A, and that is mostly from reviewing
the literature, is that it can cause symptoms that we see in depres-
sion, such as irritability, anorexia, loss of energy; it does not, from
my understanding, cause clinical depression, and in that sense I
have not seen it in any association with suicide.

Mr. HORN. Don’t you think it would be worthwhile

Mr. BURTON. Why don’t you let Mr. O’'Donnell answer that? I
think he has information on that too.




123

Mr. O'DoONNELL. Well, there have been no studies, because old
drugs are not studied to determine what people already believe
about them. And the reports that are in the literature that Dr. Ja-
cobs referred to and I referred to earlier describe patients who are
psychotic, who have schizophrenic-like symptoms, and suicides
have been associated with vitamin A toxicity.

The condition of vitamin A toxicity causes a change in the brain
chemistry. The condition that brings vitamin A toxic patients to the
hospital is a swelling in the brain. When we talk about mental
health, we have to convert that to chemical actions in the brain.
So there is a damaging chemical action in the brain that has been
known, and I don’t know that anybody has done large-scale studies
in rats, but we certainly wouldn’t do that purposely in patients. I
hope that answers your question.

Mr. HORN. No, it is very helpful, and I assume that some of the
pharmacists have to write a dissertation or a thesis of some sort,
and I would think that that is something they ought to really go
after.

Mr. O’'DONNELL. Of the vitamins, the first thing in pharmacy or
pharmacology 101, is that fat-soluble vitamins are toxic, can be
toxic, and vitamin A and vitamin D are major fat-soluble vitamins,
and we constantly, and especially with people using—vitaminizing
themselves and herbalizing themselves, we see more and more tox-
icity from these products that they can go and buy; and of the vita-
mins, that is where we have the major toxicity.

Mr. BurTON. Thank you, Steve.

Let me ask Dr. Pariser, does Roche Laboratories pay for any of
y}(l)ur‘?Academy’s annual conference? Do they pay any of the fees for
that?

Dr. PARISER. Roche, as well as many other pharmaceutical com-
panies, give unrestricted grants to the Academy of Dermatology for
various educational and other efforts. But they do not sponsor spe-
cific Academy

Mr. BURTON. No, but I mean their money is being used to help
pay for some of these events.

Dr. PARISER. That is correct.

Mr. BURTON. You know, I have been to conferences all of my life,
and when you have a large number of people like 17,000, 18,000,
19,000 people and you have different meetings to inform those peo-
ple, usually a very small number go to any one meeting because
there are so many other things going on at the same time, includ-
ing extracurricular activities such as golf and tennis and other
things like that. You know what I am talking about.

Dr. PARISER. Yes, sir, I

Mr. BURTON. I am sure you do, but let me just go on. There is
no way at a conference like that that you could disseminate the
kind of information on a wide-scale basis that everybody would be
able to understand and digest.

One of the things that troubles me about this hearing today is
we have people whose children committed suicide or were adversely
affected by Accutane, and they had no knowledge whatsoever from
their dermatologist or their pharmacist about this. And, in fact, the
dermatologists didn’t know anything about it, even though it had
already been publicized. The pharmacists knew nothing about it,
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even though it had been publicized. So your conference has not
really gotten the job done as far as informing dermatologists across
the country about the possible dangers psychologically, or suicide,
of Accutane.

What I don’t understand is if you are a member of an organiza-
tion like that, why can’t you just send out a fax to everybody in
big bold black letters saying, Accutane can cause severe depression
and possibly suicide, as has been said in current warning labels in
France and other parts of the world? Why don’t you do that?

Dr. PARISER. Well, perhaps if our membership hasn’t availed
itself of the other means of education, perhaps they wouldn’t read
that either; I mean, you could argue that. I agree with you that it
is an annual meeting where there are many things going on. It
may not be the best way to reach the masses.

Mr. BURTON. Let me ask you this. Do you think it would offend
LaRoche Laboratories if you sent a fax out to every single one of
your dermatologists around the country informing them of the pos-
sible dangers? Do you think it might offend them?

Dr. PARISER. I don’t think it would.

Mr. BURTON. You don’t? You don’t think it would endanger the
money that you get for these conferences?

Dr. PARISER. I don’t think it would endanger the money, and
even if it did, that would not be the mission of our Academy, to
yield to those kinds of economic pressures.

Mr. BURTON. Why don’t you just go ahead and send a fax out to
all of the dermatologists in the country saying, this is a risk and
many dermatologists evidently don’t know about it; there was testi-
mony before the Congress of the United States by people who had
lost children, they knew nothing about it, even though it had been
publicized on the Internet, and so we want to make sure you know
about it. Why don’t you do that?

Dr. PARISER. I will check into that.

Mr. BURTON. Would you do that? If you don’t, do me a favor.
Give me a list of all of your members and I will send the daggone
thing out, OK?

Dr. PARISER. We can do that.

Mr. BURTON. Because I don’t want other people coming before
our committee with their kids being dead because possibly
Accutane caused it.

Now, let me ask you a question, Dr. O’'Donnell. You said that the
people who ate polar bear livers in the middle 1880’s that were on
polar expeditions had psychotic events because of the large
amounts of vitamin A they were consuming in the livers of polar
bears; is that correct?

Mr. O'DONNELL. Yes, sir.

Mr. BURTON. Was this just an isolated incident or was this some-
thing that happened more than once?

Mr. O’'DONNELL. There were several reports, not many were pub-
lished, but it was common knowledge that people had to avoid ex-
cessive use. But similar reports through—since then have pub-
lished neurotoxicity, toxic psychosis. But the first report I referred
to was a polar expedition in 1856.
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Mr. BURTON. So vitamin A in large quantities definitely causes
the kinds of problems you are talking about, and that is what
Accutane, in main part, is made up of?

Mr. O'DONNELL. Yes, sir.

Mr. BURTON. You know, Dr. Bull, one of the things that I don’t
understand is—and I won’t be able to ask Dr. Huene about this,
I guess—but I would like to know just a little bit about how
Accutane was approved and what kind of testing took place at the
FDA before it was approved. I understand that this was approved
before advisory committees were being utilized, so Dr. Huene and
others evidently did some of the research on that before it was
made—put into the public domain.

Can you tell me what kind of testing was done; and if not, can
Dr. Huene give us that information?

Dr. BuLL. Well, I can get it started and certainly if Dr. Huene
wants to add to my statement, that would be certainly suitable.

FDA does not conduct research. We review research conducted by
the manufacturer, so all of the research that we reviewed was done
by Roche Pharmaceuticals.

Mr. BURTON. Let me interrupt you. When you review, when your
advisory committees today—or whatever it was back in those
days—reviews it, they review the scientific data in detail before
they give an advisory opinion to the head of the FDA so that it can
be approved?

Dr. BULL. The process begins with review of the protocol for the
study, and once the studies are completed, review of the actual
data, how well the study adhered to the standards that were set
out for powering the study, the number of patients enrolled in the
study, the parameters that were to be assessed to determine effi-
cacy, what parameters were studied to assess the safety of the
drug, and how well it meets the mark for what it has to have as
its proposed indication.

Mr. BURTON. I have to yield to my colleague, but let me just cut
through this and say what I want to find out is how extensive was
the research, and was it thoroughly examined before they put this
on the market? Did they have any kind of information about ad-
verse impacts, about depression, about possible suicide? Was any
of that looked into before they put this on the market?

Dr. BuLL. The typical way that safety is assessed is based on
what is reported. There are adverse events that are anticipated
that studies I think probably bring a higher level of precision in
terms of soliciting comments and direct information from investiga-
tors. Then there are others that are—could be considered at the
discretion, and going back almost over 20 years ago when these
studies were conducted may not have had quite as high a level of
stringency applied to them in terms of reporting all things, because
there is so much about a new drug that you don’t know. So in a
sense, every event that a patient may experience is sort of in play.

Mr. BURTON. Well, I have more questions on this. I will yield to
Mr. Waxman right now, but I want to get back to that.

Dr. BuLL. Certainly.

Mr. WAXMAN. Thank you very much, Mr. Chairman.

This drug was approved in 1982. This is now the year 2000, and
we have heard more and more about the possible link between
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Afccllitane and depression and suicide and suicide ideations and all
of that.

In September of this year, there was an advisory committee
meeting, and the FDA found out that as of May 2000, 37 suicides
were associated with Accutane. Is that still the number of suicides
associated with Accutane?

Dr. BuLL. Thirty-seven?

Mr. WAXMAN. Yes.

Dr. BULL. In that ballpark. The numbers in te